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ABSTRACT 
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breast cancer, /under consideration was a proposed bill that will - 
assure women that physicians land surgeons 'inform breast cancer 
patients of alternative, effective, methods, of treatment and will 
ensure that the* woman will have to give her 'informed consent before 
any treatment is initiated. Also considered was a bill which will 
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PROGRESS IN CONTROLLING BREAST CANCER 

V 

» 

/ ^ House of Rejprksrntatives, ^ 

Skukct Committer on Aging, 
Subcommittee on Health and Long-Term Cake, 

Washington, 1X1 

The subcommittee met, pursuant to notice, in 'room 2212, Ra*^ 
burn House Office Building, Hon. Claude Pepper (cha^rnjkm of the 
subcommittee) presiding. ■ > • 

' , Members present: Representatives Pepper <s>f Florida, Andrews of 
North Carolina, and Dakar of Ohio. 

Staff present: Bill Halamandaris, staff director; Kathleen Gard- 
ner Cravedi, assistant staff director; Melanie Modlin, executive as- 
sistant; Mark Benedict, minority staff director; Susan Roland, As- 
sistant minority staff director; Mary-Lou Stone, congressional 
fellow; Stephen Bernstein, Susan Ayanian, Margaret Campell, 
Steven Edelstein, Robin Morgan, Beth Hernandez, Mark Prashker, 
interns; Dr. Lewis Kuller, congressional fellow. 

OPENING .STATE M E NT OF CHAIRMAN CLAUI)fe PEPPER 

Mr. Pepper. The committee will come to order, please. * 

Ladies and gentlemen, members of the committee, I want to com-"" 
mend in the warmest: way my great colleague, Ms. Mary Rose 
Oakar, for callings this hearing, which may be one of .the most 
meaningful hearings we shall have. Hopefully this hearing will 
* generate some ideas, suggestions, and proposals that will save the 
lives of many of our citizens and m©ny of our loved ones. 

There are some of us who wish there had been hearings on 
breast cancer long a^o. The senior lady in my office, a wonderful 
lady who had been with me 20 years, was <one of the victims of that 
terrible* disease/ and many others who are very close to me have 
had the same tragedy. 

But we could have gained tHe knowledge that could have spared 
us and prevented those whom we love so much.froifi being lost. 

Cancer is a gredt concern to the elderly people of this country, 
and rightfully so. Persons over 54 years of age constitute 81 per- 
cent of all cancer deaths, and as you know, over 400,000 people in 
America die every year from cancer. People over the age of 66 ac- j**—^ 
count for 60 percent of all cancer deaths. 4 

The subject of today's hearing, breast cancer, is of particular con- 
cern to our elderly, especially our elderly women. One-quarter of 
the 35,640 women who died tff breast cance^ln 1980 were over tl|e 
age of 75. Breast cancer is an epidemic in the United States — 1 out 
of every 12 women will get it. And over lVfc million women have or 
have had breast cancer in the United Jtates today. Practically 

(1) * ' 
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every family has, unfortunately, been affected by this disease, 
which is one of th& most serious health problems that we have 
among women in our country. . , J * 

In spite of mojor research efforts which we will hear abou^today, 
the number of new cases of breast cancer, over 116,000 eafh year, 
and the number of breast caricer deaths, about 37,000 each year, 
have not been, reduced. It is scandalous that this terrible disease 
remains uncontrolled, when we know that~n few procedures now 
available could reduce deaths from breast cancer by 30 to 40 per- 
cent, saving at least 10,000 Jives a year. And I will add that while I 
was in the Senate \ saw five Senators die from cancer, all of whom 
had opposed an increase in the appropriations to fight cancer. They 
said the Government couldn't afford it, that We didn't have enough 
money to save the lives of even a few of those 400,000 a- year who 
die. 

Less than 20 percent of all women seek preventive screening for 
v$\r\y detection of breast cancer, on an annual basis. Most women 
$wgtit until symptoms express themselves, and by then the prospects 
for survival are substantially reduced. 

One of the things we pointed out recently, when we had the 
hearing on medical quackery, was that the .quacks sometimes 
induce a woman to wait too long to get a test. Jl she were able to 
pet a test earlier, b<fore the disease progressed, in a great many 
instances she would be likelv ty be saved. Too often ,the quacks 
deter her from going through orthodox -and approved procedures, 
and too ofWn make her wait too late. 

The Health Insurance Plan of Greater New York, a pioneer 
HMO, showed that screening healthy women with breast x rays 
and physical ex^ms could reduce breastr cancer by over 30 percent. 
You see how'ifnportant it is for them to have access to checking, to 
prevention. This study was done in th^ early 1970's. If we had 
screened women since then we would have sqved 10p,000 lives. 

The reason so many women do not receive the benefit of new 
preventive technology is related to their lack of awareness of the 
benefit of these new procedures. The lack of breast cancej* detec- 
tion and prevention programs in the United States and the^ lack of 
private or public insurance! coverage for these services is a serious 
problem— that's where the H'MO's are able to provide more medi- 
cal care than medicare does, in many instances/. By providing care, 
which is primarily a checkup system, they are able to save a lot of 
expensive stays in hospitals. 

Medicare will not) pay for most preventive services, like early de- 
tection 6f breast or^olher cancers. Also, a decent subcommittee 
survey found that the top 50 insurance companies in the United 
States do not reimburse women for breast cancer screening tests 
unless women are symptomatic or have a history of breast cancer 
in their family, and then it is often too late. v * 

We will hear testimony today that it is possible to do Cost-effec- 
tive breast cancer screening at less than one-quarter of what medi- 
care and most insurance companies pay for similar tests for women 
who already, have symptoms of breast cander. It will cost about 
$750 million tp screen 30 million women over the age of 45 yearly. 
This could save 4,500 lives a year. This would equal the cost of 
three B-l bombers or eight MX missiles. The cost of each B-l 
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bomber would save l,f>00 lives a year. The cost of each MX missile 
would save 7T>0 lives per year It we can afford B-l bombers and 
MX missiles, we certainly can afford to save our women's lives. 

We will also, hoar tctetiftiony today, that if detected fcrirly, breast 
cancer surgery need not be so radical, and that survival rates can 
be substantially increased. We must be certain that every woman 
has the proper diagnosis, treatment, and followup car6. We must 
eOYnmit greater resources to basic cancer research.. 

I remember \ye started the cancer bill, for a cancer research in- 
stitute, in 11KJ7. A Senator who had been crippled, named Homer 
Bones, from Washington, came around to all of us in the Senate 
with a proposed jbill to set up a National Cancer Institute. Well, we 
had never thought very much about that sort of thing. But honaid, 
"I think we ought to do this, gentlemen," so all of us in the Senate 
signed a Homer Bones bill to start the National Cancer Institute. 
That was in 1937. 

Well then it provided $500,000 a year fcfr several years. Then 
that angel of medical mercy, Mrs. Albert Lasker, in New York, 
came to me in the House, through a former Senator named Mat- 
thew I^ealy of West Virginia, and she said, "let's start more" ef- 
fective program for research and meaningful development of cures 
of cancer, let's appropriate $100 million find have it remain avail- 
able untiLit VspenL" Not $100 million a year but juM appropriate 
$100 million and have it remain available until spent, because as I 
said, we were only spending* $500,000 a year. 

Well, 1 started hearings' hrrmy- Subcommittee* of the Foreign Rela- 
tions Committee, of which I was the chairman. They ran on for 
about (> npnths and Senator Nealy had hearings on his bill of the 
same character in the House. Finally Senator Taft, who as you 
know was a very able, conservative Senator, came and he "said, "I 
think you all are on the right track. " He proposed that we appro- 
priate $71) million, I believe, to remain available until spent. 

Well, then we got together and A we got the first meaningful 
annual appropriation for cancer and it was about $8 or nlillion a 
year. The next year we got $14 million and since then, of course, it 
has gone up until we now have it slightly over $1 billion. And I 
regret to say that Congress has now become vei*y timid, very fear- 
ful, about exceeding, appreciably, that bilflion dollar limit. They 
siiy, "Well, the people have sdid iT we can'tjind the cure for cancer 
with a billion dollar fund, why, we can't find it with more money/' 
But T replied to them, "Well, when President Kenpedy said we are' 
going to the Moon, he didn't say, 'Provided, w£ can get there for a 
billion dollars, I don't want to put more than a billion dollars in 
it.'" 4 

And when they started to build the terrible nuclear weapon, the 
"atom bomb, in World War II, thev didn't say, "Now, we're going to 
build a nuclear weapon, provided we can build it for a billion dol- 
lars. But if we can't Dui|d it for a billion dollars we're going to stop 
right there/' They didn't do that for those great projects and they 
achieved enormous "success, technically. 

So, it seems to me that \Ve should stand willing to do whatever is 
necessary. If an enemy were coming into this country and slaying 
400,0()() of our people evety year, I can imagine what would happen 
to a Membdr of Congress if he voted against putting all the re- 




Sources necessary into an effort to stop that monejtcr. But yet I 
guess we just get accustomed to so many people dying from cancer 
and we jus^t don't really go after it with determination to succeed, 
u V k, P t,rcent ° r the projects that are presented for funding to 
the National Institutes of Health— projects that have already 
rated by the supervisory 1 appellate personnel as being pro 
meritorious— are funded. Who knows but in those projects t 

. not funded, there might be the discovery of the cure for th 

v ble disease. 

The small increases in cancer research funds are inadequate . 
the important tasks ahead. We are fortunate to have with us sue 
a distinguished panel or witnesses, those whose lives have been per- 
sonally touched by cancer, and expert researchers in Chin field 
This is a.significant hearing about a topic that is very important to 
alt of us. We thank you for coming and for giving us support- on 
this worthy topic. • * tT : - 

Now nfy distinguished colleague and friend, Ms. Dakar. 

STATEMENT OF REPRESENTATIVE MARY ROSE OAKAR 

Ms. Oakah. Thank you, Mr. Chairman. First of all I think that 
all women in this country and all peopje in this country owe you a 
great debt of gratitude. You are, in my judgment, the most effec- 
tive Member of Congress that we have, and if you weren't the 
( htflr ol this subcommittee I, frankly, doubt that I could have been 
able to get a hearing on a specific topic like breast cancer, because, 
unfortunately; it does not seem to be a national priority on the 
part of many politicians. 

I just warit to express my very great gratitude to yo\i, Mr. Chair- 
man, and I want to also express in advance my gratitude to the 
magnificent witnesses that we're going to have today, both people 
who have contracted that dread disease, and the wonderful schol- 
ars who pill M testifying as well. 

Mr. ClUirWan, ladies and gentlemen, we're here today to discuss 
breast caftcer\ a disease that is the No. 1 killer of women in the 
Western Wor/d. And all women view this, I believe, as the most 
dreaded disease. The disease is really Teaching epidemic propor- 
tions in (he United States and the National Cancer Iustitute, 
American Cancer Society, estimates that there will be 115.Q00 new 
cases discovered in our year, probably most of them have already 
been discovered. There are approximately 1 million women in this 
country that are living with* this dread disease, holding their 
breaths every time they go for a followup examination to see if 
their breast cancers have returned since the last checkup. 

We have tens of thousands" of these women who are suffering 
from side effects of drugs that they hope are prolonging or even 
saving their lives. 

t In spite of all the efforts, and you gave a very interesting histori- 
cal perspective of how the Institutq bdgan, about two-thirds of all 
breast cancers are found in women covered by medicare and, unfor- 
tunately, as you so well know, medicare doesn't cover physicals and 
all the kinds of things that we need for prevention. 

So, we have an estimated 38,000 women who will die of this dis- 
ease by December 81. 1984. 

« 
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If we can believe the grin) omen of the National CancerXenter 
for Health Statistics, this years— and 1 want to calJ it what it is, 
it s an epidemic, that's what it is. That's what breast cancer is, not 
just any old disease that's out there somewhfcre. It's an epidemic 
for women. This raging epidemic will reach national emergency 
crisis levels during the next two decades. Women who are childless 
or who do not give birth to their first child until after they're ;J£> 
are still, for unknown reasons, at a greater .risk of developing 
breast cancer. ^ \ 

Since 15)70, according to the Center's data, the number of first 
children born to women older than 30 has duubled and there are 
no signs that the pattern of delayed mothe:ghood will change. If 
women's patterns do not change, then the patterns of science must 
change to adapt to this imminent emergency. 

I am aware of i\\e fact that the National Cancer Institute Hhs a 
set a goal of reducing our Nation's death rate from cancer by 50 
percent by the year 2000. But what is, and 1 say this in a spirit of 
healthy criticism, what is* our National Cancer Program doifyj 
about cutting the incidence rate? I have studied thjkir budget and 
am impressed by their proposals and I don't think they have 
enough money, I want to say that. Here we are-iiv a room where 
they debate about how much money "will be &iwn for military' 
spending, we increased it $200 billion in the last 3 years. So, I want 
to say that even though my comments are going to relate to what 
the cancer program is doing, I don't think they have enough re- 
sources to do it, and it certainly should be as much a priority as 
you point out, in licking this disease, as in building more tanks and 
bombs and giving more aid to countries throughout the world to 
blow up this universe. 

Oui' attifude ought to be to prolong life, not end it, and it ought 
to be a priority for this Congress, and the President of the United 
States. ^ 

I'm a^are of the greiit work, that theyTe doing and they have 
made fantastic discoveries, thanks to the money that we were able 
to appropriate, and the great research that was done m the last 
few years regarding the human T-cell leukemia virus and the onco-. 
genes and the other areas that relate to diseases like AIDS and so 
forth. 

But while this detailed overview of jthe National Cancer Pro- 
gram's activities states that preventidn is their top priprity. I 
haven't found a single word about a specific Institute tlfrust toward 
finding a way to prevent breast cancer. Indeed, the disease is not 
even mertfioned by name until page 14 of the 45-page document, 
' Where the diseases unchanged survival rate is 72 percent at 5 
years," is mentioned. , f 

' Of course, all the research programs will contribute very much 
toward finding a wav to eradicate this disease eventually. But if 
we're facing what will be an indescribable epidemic, women should 
not be expected to wait for a byproduct or a fallout from other re- 
search to save them from becoming victims of breast cancer. 

What I'm trying to say is that we ought* to put our focus specifi- 
cally on cancer and more specifically on breast cancer, because it is 
a unique form of cancer. 
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There's one certain method that they tell us will prevent this dis- 
ease and that's for every women to have a double mastectomy , 
before they even get the disease. I guess that's a black joke and I 
don t mean it to be serious. But the point of it is that's, I think, the 
only known way to cure the disease, and that is really ironic, I 
think,, when you think in terms of what the ramifications are. 

My interest in breast cancer is personal. My mother, indirectly • 
.or directly, died of breast cancer long before she should have. But I 

* doubt that there's a single family in the United States that -does 
not mirror the same concern and the same pain that all of .the 
membersol-Oiur family went through when my mother was strick- . * 
en bv this dread disease. And sk> its not self-serving. I care just as 
much about people that I have never met who contact this disease, 
because I understand what they go through when their loved one 
\ contacts-*and as\the Senator knows from his own wife's medical 
difficulties, this safl, terrible disease. So, we feel strongly on a per- 

, sonal level about this disease. 

I want to be sure that there is a treatment available that will 
destroy the disease the way penicillin destroys bacteria. The Na- 
tional Cancer Institute officials have sat in hearing rooms of both 
Houses of Congress, have come~with .their tables^lheir charts, their 
graphs, showing how much .progress scientists are making with our 
tax dollars. Most' of the tjme- these are identical to the tables, 
charts, and graphs presented fn the 1985 booklM for the Offlp^of 
Personnel and Management and the budget, National Cancer Pro** 
gram. , 

While tKesl are impressive and important, and /ave convinced 
this Member U the House of Representatives that jfhe NCI is doing 
excellent worlL it's not enough. As, a woman, I do not want 
progress in" preWfctng, detecting, and treating breast cancer to-be 
totally dependent on fallout results from other research. And as a 
woman who may develop breast cancer, and there isn't a woman in 
this room that doesn't have that potential, because the incidence is 
so great, I want this disease to have more research devoted to it 
exclusively. 

I dkm't think it's asking too much of our scientific community, in 
an era where our country spends billions every year on defense and 
space and all the other things that are supposedly national . prior- 
ities, to say, "Let's really tackle what is' within our reach, a cure 
for cancer. ' - v 

I do not expect to gets answers to all my questions during this 
brief hearing toddy, but I can assure all women, who like me are 
anxiously waiting for a breakthrough, somewhere, and the 1,400 
men who are expected to develop breast canceirin 1984, that there » 
A will be more hearings in this Congress about this dread disease 

that we fear more .than any other. 

And I will not be content te listen to pleasantries and platitudes . 
- invented to keep us happy that progress is being made at a fast 
rate of speed. I'm delighted that the National Cancer Institute is 
certain death from cancer will be cut in half by the year 2000. I 
want the incidence to be slashed as well. 

I watch women die of this disease and Vm not satisfied with only 
a reduction in mortality, f . " 
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This hearing arid those that follow will investigate, among other 
things, why years and many millions of dollars have left us with 
the same dismal breast cancer statistic quoted a half a century ago. 
The statistics are the same. 

In addition;; I want women to know the areas of prevention, in- 
cludingMiqt and checkups and self examination. I ajao want women 
to understand the options of treatment available at. this time. 
- Women should no longer be treated Hike they are 6n a man'6 as- 
semblyline. Women should not have to be-drugged, only to wake up 
^without a part of their body. Woijpen should be treated With com- 
passion and sensitivity. 

Today I'm Introducing a bill that will assure women that physi- 
cians and surgeons inform breast cancer patients of alternative, ef- 
fective, methods of treatment, and will ensure that the woman will 
have to give her informed consent before any treatment is initiat- 
ed. ^ 

Also, Representative Claude Pepper and myself will jointly intro-. 
duce another bill which will require medicare to provido^overage 
for routine cancer screening. * 

And we're delighted to have .these six women who are introduc- 
ing our panel, who have gone through the psychological pain and 
the physical pain of deciding which treatment they should haye, or 
worse, the psychological pain they've experienced by not being told 
of the viable alternatives and given choices as to which onfe they 
should be treated for. 

Some of these women are free of disease and are cured. Some are 
members of a group of that million patients I referred to earlier 
They're living with breast cancer, worried that it will return.\AJIj^f 
them have personal and unique points of view. 

In short, Mr. Chairman, I want to see a vaccine for cancer as the 
major form of prevention, and I think we have the brilliance and 
the expertise in this country to do it, and I think we have the fi- 
nancial resources to provide those health care and medical experts 
in research the resources to do it. We've come a little way. Lets go 
a larger step. Lets make this the No. 1 priority, as we have other 
No. 1 priorities in this Congress and in the country. And I again 
want to thank you, Mr. Chairman, for having this hearing y and 9 
• your leadership in this and so many other great issues. 

Thank you, Mr. Chairmaij. 

Mr. Pkppek. Thank you, Ms. Oakar, for your excellent statement. 

* Mr. Andrews? * 

Mr. Andrews. Thank you, Mr. Chairman. I simply am pleased to 
be associated "with the two of you personally and in this most noble 
effort, and I will look forward to being as supportive as possible. 

* s Mr. Pepper. Well, we appreciate your interest. We know of your 

interest in this subject, Mr. Andrews, and the great help that 
you've given this kind of a campaign in. the past, and we are de- 
lighted to have your cooperation. 

At this time* -if there are no objections, I would like to submit the 
prepared statement of the ranking minority member of this sub- 
committee for the hearing record. Hearing no objections; the pre- 
pared statement of Representative Ralph Regula will appear at 
this point in the hearing record. x 
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(The prepared statement of Representative Ralph Regula (ol 
lows:) v 

PKK1»ARKD ^TATKMKbTT OK RKWlKtf KNTATIVR IUlHI RkOULA 

I thank the distinguished gentleman from Florida tor his efforts in culling this 
^r?m? g A 0n th ° 9UltU8 ° f br0nBl Cttncer ln America. This your it is estimated that 
jw.UOCJ Americans will die from this disease. Yet this Hg\iro fails te recognize the 
larger number who wtTI be maimed emotionally and physically for the remainder of 
thoir lives Eluding the grasp of our sophisticated modicnl community this persist- 
ent ki lor has maintained i£s unrelenting stranglehold upon our nation despite the 
remarkable technological advances of tho past two decades. 

In H>77 it was calculated that 694,000 years of life worn lost in the United States 
due to t/renst cancer Who can measure the true mouning of this loss. Motherless 
t children, careers c<it short- breast concor is an insult and injury to the whole of 
society 

It is my hope and desire that relief pin come to those suffering under tJm burden 
Recent figures show that the approximately 60% of all breast cancers are diagnosed 
when the disease is localized to the the breast, 41% regional, and in 9% of the cases 
the disease is already advanced. The probability of survival is directly related to the 
stage of the disease at the time of diagnosis. 

Here. I believe we can strike at the heart of the problem ii is common sense that 
the greater the omphasis placed upon eurly detection procedures the more likely we 
> wiN be able U> contain the threat. Educational materials describing solf-oxaiumation 
and increased funding for diagnostic reseurch are some example of this "primary 
prevention** strategy Unfortunately, efforts to date have failed to noticeably im- 
prove the point of detection from that of two decades ago. , 

As noted in the report preceding this hearing the correlation between diet and 
cancer may provide another "primary prevention" weapon. The National Cancer In- 
stitute is coordinating a pilot study to test the efficacy of a low fat diet (20% calories 
horn (at) compared to tho average American diet of 35-40% of calories from fat in 
inhibiting breast cancer in high risk women. Efforts such as these should bo com- 
mended. 

- In rcgawi to the cost reimbursement issue, i.e. DRGstit is too early to speculate 
on the effect it will have upon breast cancer thorapv. AtSonator Dole s roquest the 
Department of Healtrufmd Human Services met with tho cancer research communi- 
ty on April 24th, 15)84, to discusstho likely impact of DRGs on comer research, in 
particular clinical trials. If appeared to be the consensus that existing data was lim- 
ited and open to question. It should be noted that the prospective payment system 
d&es have a mechanism to monitor and mitigate adverse or unintendod effect*. 

At present, screening and detection services are not reimbursable under Medicare 
and most third party insurance policies. There are several questions regarding the 
use of routine screening that complicates the development; of a comprehensive reinv 
bursement policy (e.g. what women should be screened and how often). HHS is cur- 
rently conducting clinical trials on this issue. If the evidence supports the view that 
Medicare reimbursement for preventive procedures can reduce breast cancer mor- 
tality I would support some typo of change in the Medicare regulations to effectuate 
such reimbursement. But to make such a judgement now would be premature due 
to the insufficient data available. 

Again, f would reiterate my appreciation to the Chairman for his concern and 
assure him of fj\y intentions to do what is necessary to help the victims of breast 
cancer - i 

Mr. Pkppku. I would also like to insert a paper entitled "Breast 
Cancer: -.An Epidemic in Need for a Solution/' for the hearing 
reoord at this time. 

[The material submitted by Chairman Pepper follows:] 
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URUASTCANCKU* 
| AN BPLQfiMIC IN NEE© OP A SOLUTION 



; WroNnjatQlv-$cvon percent (7 ^)x>f women will develop breast cancer during thcly 
* \ ■* * 

lifcUn ^ 0 ' iMf of Uiosc women wMl die of or with breast cancer . Breast earwrcr currently 

account? for 20*6 of nil ctuicor coses among wotnen, There org 11 5,000 new oas es h n d 

37,000 ggnthg attributed to breast cancer ogeh year In the ^nlted States . Probabljfthcro 

Arc At least 1,500,000 women in the United Statos who havo or had breasftanccr, Uroast 

ennecr Is the leading cause of cancer deaths among* women between the affos of 15-74^ 

and second to colon-rectum cancer amonjf those aye 75+-. KUrhteen percent (18%) of all 

cancer deaths among women aro duo to cancer of the breast. Unfortunntoly, m splto of 

rnnjor research advances In diagnoses ano" treatment, ncUher tho incidence rato - thaj 

J^jhernniber of ncy- cases per year - nor the death rate (the number of deaths p or 

L*2£ L!2 po pulation from breast cancer) have fallen aver the past 20 years . This 

unfortunate fact mokes it imperative that a more vigorous and hopefully more effective 

effort to reduce breast cancer incidence and mortality will occur In tho Immediate 

f'i'.jre. . j 

\'\w sheer magnitude of the breast <3a*c$rproblcm cad bo measured In a variety of 
—v s. In 1980 there were 30,040 breast cancer deaths, Six hundred twenty elffht (628) of 
these A-iths occurred amonj women 15-34 years of^age, making brenst cancer the 
Icidin: cause of cancer deaths amonar those young' women. Qn the other hand, almost a 
^ q -inrtop (:t,78'l) of iMcse deaths occurred anion- women who were 75 or creator, an d only 
eolrm-rectum cancer accounted for morc^deaths amonrr older women* In M)S3 there were 
!UI,500 ciincor deaths amon^ women overall, including 37,000 breast cancer deaths. 
.' ren^t cmccr accounted for 18-q pf all cancer deaths anions wo^tu 

ularly, In U'd3 there were <132*300 ncwt'Miecr cases dIn<r n0 sod. One hundred 
fifteen thousand }l 1^000) duo to '.>rciM cancer. Thus, 20.3^6 of all nSw crises were due 
i 1 ,, rc' , M cancer* 4 
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\ > r.»*v' * .oinff, J^v gn crKQf a ccounte d for 32»2'^ of oil pc 1 '*; 'nol^nancios tll-Dg 
•^twM Can cer I nMUMc SurvfeLHnngo' LQidoadQlorv fetid Uk) ftesuU? Inek'cngp s^ 'v 
A lVQVH \: o:»C" 4^~CI, and g^QJo^jggg QVQX tho. tiCT of Uasod on data from tho, 
K'SO "aljpnol Conlor Tor ilonllh Statistics JJosyntnl Surveys, there -v<jre 213, 000, hospital « 
/iff issVxis overall in which hrenst cancer was listed As the first dirAnosiG nnd 25y)00 , ; 
admissions in which '>rensl cancer was listed on the hospital dlscfhnrjo list. Bronst 
surgery was nolcd on 36$,000 records for both men and womon. for those *3(ft,000 
record including tho 21,000 mow, 3,000 were loss.lhnn 15 years of Ago, 160,000* 15-44* J 



.UM v U0(T toHj-l an<\ 6G.0U0 05 ^ II is estimated that 3,1 out of every 1,000 women have 
'""cost surgery each year in the Unlted$lntes. Furthermore, in li)7-t there wore 22T*\000 
ad Missions for brensl biopsies and In 1973, 170,000, - r 

A rcoorl by llocrrjson and Uice on*tho economic Impact of eancc,r in* the United 
St-iics aotc* Pint -in 1077 there wore approximately 15 million hospital days of incOienl 
c/iro fof 1 *:mlimant neoplasms j^tfhe United Stales Including 5,456,000 for hreast cancer, 
1, ; :3 f 0:l0 under the n :e of 03 u*nd 1,003,0110 over the njc of H o total cost of 

| os-)itr\l care for breast cancer ^ascd oft the number of hospital days In .1077 and the 
1 ^n^r^'^evte $309 per fliy minimum estimate for hospital caco would equal about ?} *2 
'nil ion -. lore than the entire huprpt of the N a Mono.! Cancer Institute . Approximately 200- 
i )U million of those dollars wolffd be for women over the ago of 05, most If not all paid 
fro i.\>irl A of .lic.'Hcnre. 

Jlo»T£son nruf itieo also estimated Ihnl in 1077 :>1U5 million was spent for physician 
*erviees including IS", for office visits, 21 for inpatient medical care an:? CO b for 
. >s pitil surgical care. C.uven Uje fact that physicians' eosls 'viveval least dou'ilod since 
l'«7 7, it is r aust li':cly that '.ell over $200 million is spent on phvslcian services for the 
* % '\vr of breast cancer patients in the Unite' States each year- v 

In I U V 7 SncaM cancer accounted for 0«8"j of the total physician costs fdr all 



> \d»sms*>olh hen Hi v>d j.mli^nanl. Another ay of loo!; in*? at this problem is in terms 
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of the lifo-yoar* lost among women wlip <mvo died of breast cancer. iWif statistic 

c*ti..mics the -\uaibcr of years a woman would have lived If she had not dovelofyjd hfeast 

. cancer and died from iu Overall, on Uio'avcr^Q T breast conger roba wooion of 20 y ears 

?(.l te Ji^ £2rJjig3SA^j!!mojfir..l lt0.agC Of W, almost 12 vqq r v s of life oaoqolanqy Is 

igHJ&flJg k£fl2i gancgp Ov erall in 197? -It was e stimated that OSH.UOO yoftrg of Mfc 
/* ' - ' • \ 

" !^£I^?^JO\Vv Vpl.<od States duo to breast ccmoor . This figure represents 2>% of {hp 

■LgjglL.li. fa .vcftry lost due to cancer, the, number abg cancer slyq tor womon,, Current fote, 

ffllj?lg..^9§t? \q Medicare for the treatment offcast canoer a re ui^nown. Based on 

1<J7 ' CjajJh flfrovl SU, ballon wn? oy .pQ.ndQd Uv Medicare in 1U84> 

' There has been a rradunl Improvement In survival of hroast ennoer patients among 

both whiles and black?, leased on data from .1^73-1980, the rokvtlvo flve-voar surviv al 

QjjL^-g u "» for white women and 02 % fo r block. women . In 106U-G3 t the same rolatlvc ' 

five-year survival, wns only 03' o for white and -10% for black women. Thus; survival has 

improvvrl fop both blocks and whites but there still is potter survival aMOrrj whites than 

^l.icVs. rhere als,o scorns to bo a higher 4 survival rata amonjr the upper as compared to 

the lower social economic class. The reasons for those differences in survival Jby"race 

:iro still not understood. Unfortunately t the five-year survivorship data Is a relatively 

,)oor measure, of the natural history of breast cancer, since a very larcf/ number of 

-otJcn who survive five year* e«n f be expected to have roeurront disoase and many 

sibseev nitly die fro»:i breast cancer. Thus, tcti- or even 20-ycar survivorshlp^are.'boUcr 

h«ti "Ucs of the impact of breast oaneor. 

S-i' vtv il in h rc^t cancer is directly Yelnted to U'e extent qf disease nt the time of 

JiU..iCllL^* ll^o^-ll ^'lig^ L jP the b reast qt tho^imq of fc dtri cnosjs. wis associated In 1 1 ig 

,xc t I^£I^jj»lilblli^l\ i^ Q". W-* rivc-vcar survival rqie for "white and ?_y'o for black 

However, if t he f!ise»sq had sp read outside, of the breast, usually initially to the 

t VM :^ "iSSsn^n the armpits tu\1Unrv nodes), the flvc-y cor .survival was paly 50% for 

^ Uey afM 3^"» f or hhiek vohion . A -noro vivid demonstration of the i». ^ortanee of 
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s-Hv ni ciuUiciQ of ihg bvcnst v\na reported in C/vncon ; ^rln ctRlp^ . aofl PrnqUcvg. of 

MMool^jv.ifr Chapter u series of studios comparing ton-year <Jiseasc-froo survivorship 

a.\? compared by whether there was* pathological evidence of spread to the axillary 

nodes. If the axillary nodes were not involved, lcn«year survival was generally around 

\ ' ' 

70-75" On thp other hand, the prusenac of positive nodes reduced tho survival rato to 
» i 

20 or Furthermore, tho number or positive nodes* 1-3 versus A or grantor was 

associated v/lth a further worse prognosis. Women ^llh more than four nodes positive y\ 
the time ofidingnosis had a 15% ten-year survival or disease-free Kntorvul. UvjjR-many of 
these worn/n ore most likely to havo recurrences of the disease and may subsequently die 
of advanced breast cancer \% or 20 years later. 

Xj^t^s t reeontiy"availt|ble ftguro* from Ifl TQffi s how e d that only about half of all. 
)E^M!l Sft^ ^LMfi Ota "nosed when tho djseus.o I s io\^;*cd to tho broasti roxloifli 
V J. In of U><.> casg? jng vjjseasq \z (droo-dy advanced. Unfortunately, thoj& trends in 
stride ^>f <iKc i!>c at the tl^e g£ f liq ;rnQSjs have not Improv ed substqntlnUy oyer U'no * 

Mmt accounts for those rathor dismal statistics In the face of major research 
advance's, improvement In treatment and Increased expenditures for research* and 
services related to breast cancer? Tho major factors are threefold. First , tho oausc*4if 
breast cancer are still not fully understood. Therefore, up to the present time, there has 
been no major effort to prevent the disease, so-called primary prevention- Second, as 
proviousjy noted, the probability of survival Is directly related to the stage of the disease 
*u the tune of diagnosis. It is possible to detoct the disease at an oarlior stage and 
therefore hopefully reduce the mortality from the disease, Major public health offorts to 
reprove early 'Ma^npsls havo primarily been limited In the United States to several major 
rematch projects and limited health education efforts to increase self-examination of 
the breast by women, especially those who may be at Jiighost risk of breast cancer. 
I '^fortunately, there is little evidence that 'the detection of breast cancer is occurring at 
in earlier sla^c than it did In previous years* Unless the disease can be delected at an 



• rhvr ^t-r:<\ it is unh-dy Unt tlw mortality raves Hll bo rcifciCjld siftM'inltally. ihird, 
it i< nov ronll/cd that breast enhecr nay bo o svslomtc VMsqnso oven In its very early 
n-i-V iuhI tint t!u\tui|or emphasis on cxtensiva sui^icnT procedures to removo the broa&t 
«urr-.mi>.Unt: tilers (the so-e.dM llnlstcd r^flicul uiastcffomv) iftuv hnvo hod lltllo 
effect on reducing mortality as compared to Jess radical procedures such as removing llio 
breast alono or oviyt removing the purl of -the bw^st containing the tumor 
Uu^nsclomy). Hie combination of nny of those procedures: furthermore with radiation 
Ihvmny nppfara lo bo beneficial only in reducing localized fflirond of the disease but hns 
JUtlo or no inpaet on the overall Survivorship of the pitl&M. As noted, the five-year 
vjrvlvnl statistics for breast cancer are very misleading, because the disease has ft 
tendency to recur or present itself ns advanced disease hither organs yours after the 
;'*Jtial diagnosis. / 

In recent ye»r«, us win be described subsequently, Improvement in dni£ therapy or 
adjuvnnt chemothrrnny ulonT with surgical and radiation .therapy has helped to improve 
survivorship and esn C eio!ly to increase the lonjth of tifto, Jn which the woman is disease- 
froe or able to function In the community. However, It is clear that further adjuvant 

r'lQi.iflthernpeutlc efforts and hormonal therapies are ne*dod and will protinbly dapcud on 

* *■ * 

>n i reproved un ler^fm hujr of the biology and natural history of breast cincer. 



' I. rAUiuo ?\:il> IMU \JKH\' IMU.VC.NTlON OF B Ml AST CANCER 
the specific cause of llchst cancer is still unknown. However, tho many elucs 
currcnliy nvnita'Mc uv.v -vakxfit possible to substantially reduce the Ineidonco of tho 
.:t*cnc. The .:cntl\ rule from breast enncor adjusted for a^e is very lurch jn the United 
iL ^A-s — :n J /inyM :i t Several other countries also hkyo verv liinh rates, such as Canada 
eles (HjjL and Is^cT^ S.;}). \W other extreme, death rates from 
;>r^ ^t r- Hwrer are cMrcmclv low mmnT the Japanese d.U/MQ .000 les* than ono ouar|cx of 
Vorut g in t t:g I'ntUvj States . Kates, were also vjry low In Puerto Rico (fK2) and In 
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V»» a.>\ifivii* ( iiwoo and l J oln.ivi, IMiTereneos In hrcjst 'cancer wIhjs nmonx tho.sc 
•^untrlcs corrcWe best villi tho amount of ffft and perhaps prolclri In (ho (Hot. Tho 
.'iff»Torvcs in tlirr *5o/\th rates botwoon Japan and tho United State? or Poland And the 
Cnited Staters are not strictly duo % to $onetlc factors. Second and thtfd tgonoxntfon 
Japanese MW-nnts to the United States, spool floall^T'to Hamuli And California, Jtnvc n 
siri*lnfttint increase ln4holr broast onncor death rntos and Incidence* that Is number, 
new cases, so that they btrtin fo Approximate those In tht United States, white and blatks 

f * V \ 

!ind are substantially higher than Japanese in Japan, Similar observations have betV 

noted among 1'ollsh and Chinese migrants to tho United States, Theto changes In death • 

? 

rites with migration to the United States suggest somc-ncv environmental exposure 
most likely a dlotarf factor. Similarly, in Japan the death rates from breast cancer have 
boon increasing n f ul have boon correlated both, geographically that Is by regions of the 
country over time with increases and variations In fat consumption In ^^^t* 

AniMal export mental studios also surest a relationship, bet v.ecn total fat intake 
a-td the risk ofr breast cancer especially aaiong genetically susceptible animals who are 
nho exposed to selected environmental carcinogens* Recent comparisons of Incidence 
have supported tho marked differences in mortality, Untos In Connecticut woro 
substantially higher thftt from registries In Sweden, Japan, Norway and the Gorman. 
Democratic Republic* These differences in rate of disease oniony countries Is groate> 
for worn on in the post- menopausal than in the pre- menopausal period, factors related to 
a woman's sexual, reproductive and menstrual history aro also related to the causes of 
breast cancer. One of tho most Important factors related to the risk of breast cancer Is 
^ ;jTe at first birth of a child* iVome)\ v ho have never had a child (null ipt» reus) BQLiiUSSSl 
at- twice Pie risk of.lfmvlpg Urcasl career, as v omen who have had t.NIr first, c[i lid qt 
There is a Q leaf jn iv o r& re lpj ions*) tr> fret wee n the risk of breast efllioe r 
7 n t j ^^e aTc a^ first bjrUi of a ehild * \Vomo\)who have had their first birth of a child over 
\ho .aftg of JO arc at even, hlrther risi; than women who have never had any children at 
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'11, * l hi«« cnomcno" \us !>oon noted in :-mny populations* 1*1 :u$, a \.o:>an A^.o^as In^ 

h^ first child after the v a^e of 1~ l*n» about three ti.nos higher* risk o£ hhvlrftf bro.ist 

enncor as a Hu» hfis her first child around the n^c of 20, The efsk sec>ns to 

'Voyj-jsc sU^htlv with incrot^inv; number, of children. The increasing" at marriage 

nmfj birth of the first child in the United Stolen could possibly lead to an increase in tho 

/ 

number of breast' cancer death*- * 



of U»o first 
breast' cancer dcath^ 
Tho^rolntionship of breast feeding of a baby to the risk of breast cancer Is still a 
-controvorMAl subjocu Most studios in tho-United States suggest thrfi there is either a 
noa-oxistont or Vorv weak relationship between breastfeeding nnl br*ast cancer* Ah 
early otjo ht beginning of menstruation* (monarcho) has 1 been wiJcflVod with a slight 
increase In -the risk of breast cancer. Increasing intake of ualdriesand potter mitrljtf^n is 



avoolatcd aKo vith an earlier a^oof monarche. Women whose natural tiicriopfpso 
occurred over tho n^o of 50 huve about one and n naif times the risk of breast cancer as 
eo-npand to worn on vhosc a^e nt menopause was ito^ttyin 45 » (r 

* Snr^fcfll re?nQval pf t>^e ovaries prior to > the tr#,e of |uU\iral me^Q^qusQt markedly 
reduces the risk of subsequent breast cancer. Womon who have their ovaries romovod 
priorTo an;o 35 have nbout ono-lh!rd the risk of breast cancer as women tho same a^o 

"l>o have had- a subsequent natural menopause,. RGcont data, also su^ost that obese 

s 

won»on may also have an increased risk of breast cancer especially amonj post- 
menopausal womon* l* fliso a." increased xlsk QJUW^HlmhcQr amonsr flrsl-dcflW 
r ejotives of tyoast cancer patients - The risk Is fTQn.ej ^ Uy ^rqatcst if the breast cancer 
t»-ttKmt is yoanrr and officially hps bilateralj breast canecx , rho risk for breast cancer In 
a first -decree relative of a breast cancer patient Is about three times as high If the 
Vc ist omicer puicnt is pre-mcnopnusal, and nbout- .1 L/2 times as Mjjli jf she is post- 
* moaop jusal. listers and mothers erf pre-mcnopausn) breast enneer patients who hove 
bilateral disease have almost a ninefold increased risk of breast cancer. About 3»V30V> 
SLQSi S! ^ r( '^M a e n nccr pal Io n ys have a' history of breast Pan ever In, a close relative * 
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\li of thw tdtcrctUn;; observations in man ha vo * boon * vori fu*<i by nnltrm^ 
expert uontal siudio*^ including the relationship bativeonThl one) iQtnl cutOric IrU^kd, 
oV-Mtv find Incroasecl risk of breast c.moQr> Animal studies hnvo also shown that It Is' 
possible to brood bMi and low rtsk strains of mice for brqnst ennccr. /♦ 

There ha vo^ been numerous attempts In past year* to identify a -specific viral trause 
of breast cuncor in humans. Certain particles .hnvo boon* identified in breast nitlk that 
may be rolatecf tc^ a breast oaneer vJrus. Similarly, there havo boon suggestions thaf 
(torlaln environmental ohomiqals might bo rotated to somo easos of brens^ cancer. 

r 

U_ oUj humans ami animal experimental studios appear to UnK cancer causes 

* with hutrltiori J / h.o_rniona) ^ factors . a pcH heredity * Whether modification q( tho diet 

cjaacjojl v, a reduction of fat frnd possible wqiyht and obositv) will substantially decrease 

' the tisK of, b reast, £fln6or c ypQclq lly amonft qeiiet|ie,al!v susceptible ...women Is aii 

px trnordiraily important question . Such changes In the dipt may hold a key to the 

successful oontrot of tills disease in the United States as well as in other countries. It Is 

important *to recognize,, however, that thoro Is no proof In human? that fs oxporlmontal 

scientific evidence that dietary modification will reduce the risk of breast eancor. 

* The National Cancer Institute is in the process of planning an initial pilot study to 

test the efficacy of a relatively low fat (2(T6) of calories from fat, as compared to the, 

current US. diet of about 35-10% of calories from fat in tho reduction of the risk of 

breast cancer among high risk women. It is clear that this type of trial and similar 

experimental -' studies' tn both man and animals must hove high priority for the prevention 
- t.< 
of breast cancer. Other nutrients havo also been shown to possibly have some 

relationship to' breast cancer. Retinoids o class of compound which Includes vitamin A 

are effective inhibitors of chemically Induced cancers in both the mammary gland and 

4 tho urinary bladder und other sites In experimental animals. Recently modification of 

the txisl« cvhemleal structure of tho retinoids has produced agents which In experimental 

animals have Increased 'specificity for breast* cancer- Combipln;* treatment with these 
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ivtjTOKN or vitnnin A-h!.o substances, and hormone ^manipulation has resulted. +n 

. *.»'»st.tntia1 inhibitioiwj^ic development of chemically induced breast cancer in rats. 

This combination ha? also been show^l to inhibit tho subsequent development of acklHioMur* 

Uvk • ist cancers following surgical remove^ of the first breast cancer In ruts. HcUnyl 

icetute hos been shovui to be effective* In [Jfovohtihg thodcvelopmcnt of breast cancer 

niter exposure to a variety of chemical carcinogom in these rats* liven If the rotlnyl 

4 

.acetate is ^ivon sometime. aftor oxposuro to the chemical carcinogen there Is a reduction 
in the subsequent dcvolopmcn/^of breast eanoor. the potential use of thofo agents In 

M>oth the prevention and as adjuvant ehemothor«p$ Tor breast cancer is currently under 
evaluation in several research laboratorttr^llowovor, it is a^ain Important \o note that 
there is no human scientific experimental evidence that any of JthoSM^Tnts will prevent' 
or are useful in the treatment of breast cancer. * " ^ 



li. IZAUUY PKTCCTIOM OF AST .dffjCKR 

iinnroved su'rvival 0er>Qil0s on cnriv dolcoUon of breast cancer when tho, (jjscaso is 
^till limited to thq _brg(u ?t> A recent stVidy'Voporlod that the five-year survival ra\&.was 
88'S for localized disease, as compared to only SG/Vif the disease had spread outsldo of 
the. breast, usually to tho axillary lymph .nodes. Unfortunately, as noted, only about 48% 
of new cases aro localized at the time c* diagnosis. There has been little improvement In 
the percent u^o of women detected wJ^i early disease during the past 20 yoars. Most 
breast cancers are detected Initially by the patient as a lump in their breast (90%). 
Three approaches for tho early detection of breast cancer Includes solf-oxamination of 
the breast by ihc^woman, phvsleal examination of the breast by tho physician or other 
health professional and a radiologic technique known as mammography. 

To test the efficacy , of porlodla screening including mammography and clinical 
e\a a ia.it ion, the Health Insurance P)an oV Greatcj .New Vork« health maintenance 
or^"ni/ation, completed a clinical trial of 31,000 women Mod 40H34 who. received four 
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:iyriftcltc cNgmlnaUon* ftflsLfl similar 31 .000 controls who were fo llowed by Ujo usua,! 
1^4^ care procedure ? within th , o lfl )Q. Initial screening consisted of a physical 
cxuminaeton usually by a surgeon and mammography. ThcVsorooning began In 1963 and 
oridod inlnta Approximately of SvomcnTgrocd to the screening procedures. ^ * < 
Thg .nunVjQr of breast ce nsors found >vos sftnltor In the two arrou^ Ainho, gpAot jfjyjj 
vgars there mm JQft loss breast ofrnoor d e aths In tho seroonod frroup as co nj ured to tho - ' ; 
control? and a.j (hp end of teQ Wars U% fewer death * .oWthomrh thi screening had . ' , 
Slopped approximately fi ve years previously* ] Tho results of the HIP stucjy suited th^ " ^ 
■i tho benefits wcro greater (or older women, During the first five years thoro wejro^iotal f 
or 30 breast cancer deaths in the* study group and 63 In the control, under tlte age of 50 ■ 
there wore 10 In the screened and 20 In tho controls, but over the age of 50 therefore { . : ; 
20 In tho seined nnd 43 in the control group. After 14 years there wore lilNifthl h 

V . 

breast cancer deaths In the 1 screened group and 153 In the control and thoce was evidence 
of substantial benefit for both those under the ago of 50 and over (ho ogc^of 50 at the * 
time of the initial screening. Among women whose breast cancer was detected by a 
manmo^raphy tho five year survival was 96% and at 12 yedrs G8%. Women in tho 
control group, however, who had positive axillary 3^** llmQ of d,a * nas,s had only ^ 
u 21% 12~year survival No subsequent clinical Trials' have been done In the United ' : *•■ 

States. A clinical trial has recently been completed |n Sweden and new clinical trials ajce . :S 
'on r [oinfr in Canada and Enfrland. * 

The UrooM Cancer Detection Demonstration Project was^. implemented in tfta f 
■ United States to disycmhmtc the technique of oarlv detection of breast dancer . The /i 
project was jointly funded by the American Cancer Society and the N/tional Cancer ~*\ 
Institute. There .vcre 29 caters and 2 30,000 .women included In the protect* 24,000 
(10 .over. .nTQ.. 35 . 'i'here was no control ^roup as this was/demonstration rather thnjyA 
cluneal trial* It is important to note that prior to the studyW* of the .vomcn had no\W . 
Untl a mnmmoKTiw and only M% practiced rcfluinr breast self-lamina I iotu^ ■ 
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Approximately six of 1,000 v;omon woro found: to hnvo broast eanoor at U)%. initial 
examination and then about 3,5/1,000 n ^ ^easo^-oaoh year (lncldonoo) at subsequent 
examinations. The ennoer detection rate^^fcro much higher In tho older n$o jttoups, 
varying from l/l ,000 35-30 at entry to 13/1,000 ago 70-74, Thore we^ro flvo times as 
mony non-malignant as malignant brc<g)cnnccr*^detoctod. Of the; 3,§ 57 broa st eaneerg 
detected, i f 48i or 4?% w,<?re found oy mQmmoprrttphv on>Y > 1.683 (47%) fry niammorcrgpfw, 

. ond physical Qxamin,aU_oni and 8»7% bV physical e>CQnilnation,,ftlonc,« Moro than 8096 of all 
now cancers among the women were fourid at the detection centors* Mojk jrnQQrta.nl, 
only 20/^ of the cancers were found to have positive axillary nodes atAho Umq of 
diagnosis, as comp ared to tho usual of oyer SQ^ No long-term survlvalJBjTiistlcs from 
this itudy have been published- It is also important to note that 782 oCMq 3,537 broast 
cancers detected were very small, usually localized cancers, 461 (59%) of theso were 
detected by mn mnio^raphy alone. The study also noted that thero were benefits for 
screening the women under as well as ovor the aflro of 50, 

Concern about the radiation dose to the broast and subsequent risk of breast cancer 
had a negative imp/jet on the use of mammography in the early 1970s.. In 197C a report 

^fr^mi the National Cancer Institute recommended that mammography not be done* 

routinely for women under the ajo of 40. 

\ 

Increased risk of breast cancer were found amon# women who wore Irradiated at 

Hiroshima, Jmmn, ptitients treated with radiation therapy for bunion breast disease and 

vvo*?f:n '."ho had had multiple chest fluoroscopics for the treatment of tuberculosis. A 

recent review of this subjoet in tnv/^April 12,4964 New lm^land Journal of Medicine , 

n>tcd the substantial reduction in rumation dose from nmmmo*crnpJiy especially as 

e r *-irc;d to I ho much higher dos.es relate<l to risk of breast cancer. They estimated that 

a vio'.Vn mniumo^ruphio study would deliver ns low as a 170 mlr to the bFoast and at 

:»sf could account for perhaps one new brenSt enncor per one million women screened, 

9 

e*»"»p »red to the natural background rate of brCnst cancer of 1,000/inllHon wonieiii 
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rjrf stuOy report, hawevur, notod llvxt it la very Important to mrfke siiro that radiation 
Oostts nre kept to. a minimum and that mammography Is *M{c using the best techniques 
currently available. 

The Uro ist Cancer Detection Demonstration Project also noted two other potential 
problems. First Is^L need to do both careful mammography including reading of the 
fiUn and physical examination to reduce the number of unnecessary subsequent surgi<fn) 
procedures. Thus in the Breust Cancer Detection Demonstration iicoject tho ratio of 
biopsies performed to banccr detection is about 6-1 « Reduction of this ratio without^ 
decreasing ~fhanumbor of early breast cancer, detected would obviously both reduce tho 
cost amjfcalso the number of potentially unnecessary surgical procedures to the women. 
\nothcr important factor -\frM--tfItfaood for very caroful pathologic examination of the 
v>eei">cns obtained at the breast biopsy. There wos considerable concern in earlier 
Mfidies about the potential for misreading of early breast cancer pathologic changes. 
Clearly misinterpretation of tlio pathology could result either in unnecessary breast 
surgery or the failure to identify an important and essontlnlly curable early lesion, 

The results of tho H.I.P.^sliidy and the Uroast .Cancer Detection Demonstration 
project, and other clinical studies in the United States and in Europe, has resulted In 
revision of the recommended guidelines .for mammography and breast cancer detection 
overall, tn 'Unjust, 1083, the American Cancer Society modified the guidelines It had 
-v-Qplod in _j^S< h bv additvr annual or bi-annual mammograms for women ft<z<i 40-49 , Jo 
th eir previous recommendations for annual or bi-annual mammo g raphy a^c 30+ . In 

December of 198:1* tho National Cancer Institute issued "Backgrounder on Ureast Cancer 

,V 

Screening." » : ajor rorommend-Uions were: t) monthly breast self-examination for all 
-omen, 2) physical examination of the breast by a physici/u^for nil ■vomoji, for stfmc 
women it may be yenrly for others more or less often. They mae'e no recommendations 
with rcjnrd to a baseline 'mammogram. Mammography may be considered for women in 
throe high r\*k categories; a) women afro 35 > with a personal history of breast cancer? b) 
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O :\r<f to <»r iiroro wllh u fnmUy liislory of bre.ist eancor and c) women a'yc 50 or 
.tore. "The physician "nay recommend routlno oxnininalion wllh nammojruphy for / 
o-non nol in tho three hi *jh risk groups boon use U is vary effective In rinding onrly 
>nmt caiiccr," iho report slated. Tt\ose rejoin raondn lions related to mammography as a 
3re*nin,T technique, r.lajufnorjrnphy may also be an Important diagnostic method for any 
fc women wilh a lump or olhor symptoms. * * 
s The American College of Radiology Is also now recommending mammography for 
voVcn finder iho a^o of 40 onoo ©very one or two years and a reduction of the radiation * 
.lose to lass than -4 rad. Ur, Myjron Moskowltg, Professor of itadio)o-;y ai the University 
of Cincinnati and n monger of the Amer ican Co llege of Hadtoloyy Panel noted thai at 
least _ 7 ,500 fewer breast cancer dcaths/vcar would occur "if aU the womon hap ; 

The Health Insurance Hon of Greater New^Yprk SiiKly inclu^e^oth mammography 
«ind clinical ox'iminntbn. Ncilher approach alone has been provjo/sly tested In a clinion! 
lrittl - Approximately 83 p o f al l women have had some contact with a physician In the . 

^'car. About 50% of women reported having a phsical examination as part of n 4 
''chc Qk-uV-'/durln.T the pa^t year and another within two years , SiinUarly S2ty of 
■ omen reported having a breast examination by thoir physician within tho past year nnd 
another 20 . within two years. These figures should be contrasted with the very low 
replied frequency of specUic preventative breast examinations only 5/1,000 for women 
reported a specific preventive breast cancer examination by their physician* 

•The frequency vith which women have had n screening mnmmo^rnm Is difficull to 
t^tcr nine. A Hi30 ^tudv by Ucbcnnau estimated that c-:ilv J7Vp of women oyer »Tq 00 
ever jjuj ?t mam'n,o-:rar.i . A 1U79 study by the National CnncoT Institute office of 
< .'nicer Communication estimated ll) f \> had a mammogram. A Jli80 Gallup poll reported 
a »u»c!^ hi*tncr figure; ■I3 , \», but iryoin only 14% oa a yearly basis- The frequency of 
ev.vMinntions, as reported in tho Gallup Study is hoUevod lo be too high because some of 




tv v.-o-cri ipp:u*cnt)y misunderstood the question and beltovcd thru chest x-rays Included 
on oxTinnitton of the bronsU H is important to realize that, In spite of the relatively 
\jgh frequency of roportc^t plfysicians 1 visits and examination of the breast, the sUitq of 
the (Mscasc it tho time of v dln«jhosip has not -changed and that most, probably close to 90 \i 

t 

of breast cancers aro detected by the wonion herself* The current methods of physical 
examination by the physician or other health cure providcrs^is patt of regular medical 4 
care does not appear to have a major impact on f^e early detection of breast cancer and 
reduction in mortality. ^^VJ 

Krenst sQlf-cxamlnaUon Is believed to be another effective i approach to oarlv 
idenffflc atlon of breast Qoncor, Mcttlln and Cummins reviewed yevefc) regent surveys 
in 1079 ond estimated that 94^6 of women were aware of the t^chniguQs of breugt self- 
exa mjiyiUpn and its IrpnorUvicet but only 4Q% practiced jt monthly , l'hillips e^t nl. 
rcoortcd that 3 (To of Canadian women did breast self-examination monthly. A study in 
Finland, however, reported that 70C o of Finnish women did^monthly £reast self- 
examinations. $x>\ onW Is the frogu.QWtty of breast sclf-QxgmfoaUon relaAivoVlow in the 
United State but the competence in dfrhn the OKojalnations/s also relatively poor * flany 
studies in recent years have ottemptcd to determine theVeasons why women do not. 
comply with monthly self-cxaminntions of t\ie breast and appfrar^to jly the procedure 

inadequately. \ ' " , 

■ » ■ p 

% A study of 308 women tn Bal\lmo.ro, Alary la rtd reported that 7 (J '6 performed breast 
self-examination, but only 39% of those less than 05 and 11% over G5 did monthly 
examinations. Of the women ? who performed breast self-examination in the past 12 
^.oat'is, -53 o reported that they had received Some instruction ,Jn how to do. breast self- 
examination from a health professional. Thc^ women .vho'-did brcost self-examination 
regularly usually were more oompetont in cioing \Uc prococyjro* ' The results of those 
studies suj^cstcd that many 'vomcn perceived tho importance of brcost self-exafiVinatlon 
*Mit did not perform the procedure as frequently as ncecssMry, not use:! proper techniques 
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m on ~,tho procedure. "** j 

-■Several studies have reported, however thai wo;ncn who performed breast solf- 
ov.'unination wore nioro likely to find their breast tumors during tho examination than 
acor'.ntnl discovery or during routine physical examinations by their physician. 

Tivo studies have looked at the relationship between breast solf-oxnmiimtion and 
the clinical sta'jo of breast canecr at the time of diugnosis. Throe studies found that the 



tumors were smaller among .vo\en who practiced breast self-examination but two 
studies found no differences- 



Oilier studies have attempted to evaluate the\ characteristics of women who 

performed breast self-cxamlnntfon. Most studies detor mined that "vomcn who arc 

■ . » 

better educated, uppor income and younger married women are more lively to perform 

"•»rc*M iclf-examlnntion. Instruction in breast self-examination by a health professional 

' - is nUo :in important determinant of the frequency ntvj quality 'of the breast solf- 

i\.»"unntion». Also a history of breast, cancer In tho family was associated with an 

increased frequency a ad competency in doing broast self-exa/nlnatlon. 

Thus, <n6?t women a.r>peqr to understand the importance at early detection , of 

bro'iVt ca ncer, an d the need for breast efrncer^and tho need for breast sp/f-exq ml nation. 

\ > , ' ' .. 

Ijo "over, fe wer perform the monthly examinations. , many do it poorly, are Inadequately 

tjrj vmgd by a profcssjonil In the methods of ^e)f"exntainatlon and there |s HtUe follQfrup 

jo -let ermine how successful the v;omen arc In performing tho frroCOdure * The value of 

Voist self-examination in reducing mortality by Identifying lesions 'at an earlier sta<£c 

remains a bcliqf rather than a proven scientific fact. It is rcnsohabl'e> to -presume 

ovop that the addition of breast self-examination to an early detection program will 

•.mVmec earlv detection and hopefully reduce mortality, it is clear that the current* 

\o»ilth education progrrims nro Inadequate and that' more vigorous health oducotiojrt 

meiudhu the training of the .vomcn 'in breast salf-cxaminatlon, tho Importance of 

■ , ^ ■ f 

rontnuiing to do the procedure and followup of the women Is necessary If breast self* 
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v\ i uiu.ition 1^ to Ik- uUllw! as an of fooUvo approach lo a'arly detection and rcc\ic{on of 

Ug HI MB w oomtounUv-basyd breast cancer prevention progrnms tn the 
ijlli ^ A ?lu<lv in Holland is { he closest example of a community* based, effort 
(MtornoMlc Inv eyUfloUon of tfrq gsj Cancer) . Tho project Involved sorocninff of women 
aqred 5(MM for breast enncor including mammography und physical examination and a 
nutrition program oriented primarily toward wolffht reduction, . 

Tho study be^an in 1974, Women in the City of Utrecht, aged 00-04, were offered 
four screening examinations. The first two within 12 months, tho noxt 18 Months and tho 
last 24 months apart. Paramedical personnel were trained to both^nko tho mammograms 
and to do tho Initial readings, They also did the clinical examinations. Each woman was 
«<ko<l to contribute $5,00 to the qost of l{ho examination/ Kadlation doses wore 
rolntlvely low r only 0.4 rads. per examination. National background radiation is about 0,2 
rads. per yoar and a chest x-rny Is estimated to contribute about .04 rads. to tho chest. 

The response rate of the Initial screening was 72'Jb for tho eligible women and tho 
followup examination about 80<§. Invitations to participate had been sent to 20,355 
.women. Between 1074 oncj 1980, a total of 01,640 breast examinations Including 
mammography were performed. Preliminary results of this important study have 
recently been published, An abnormality on the basis of combined clinical and 
mammography Investigation, suspicious of breast oancor resulted in a recommendation 
for biopsy In 263 (1.8%) of the women, 201 (1,4%) hnd a suspicious finding requiring 
follup, 252 a lump in tho breast whieh appeared to bo benign, 13,081 (05':$) of tho women 
were found to be norm^ Of the 203 with a suspicious lesion, 101 (38.4^ had d 
rmUifCnant lesion and 152 (57,8%) bonl^n and lit 10 (3.8%) women refused tho biopsy. Of 
tho' 100 cancer detected, 138 (70%) had negative axillary nodes at tho tlmo of diagnosis 
Including 80 (82?6) of the 100 dotccted by mammography only and 4£>(5G°&) by clinical * 
examination and mammography* These rosults contrast very favorably with previous' 
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i''i*tfrvriin:i* ihii k-ss thin^)"., of p.Uionl* .villi bren&t cancer h-ivc. negative ii\Uliry 
nodes at i*k? usunl'limc of diagnosis oitlmr in Iho pniiod States or In Holland. A further, 
i.r.poriani ohwrvnlton is thai the now eoso* detected later In tho study after the first 
year usually hod negative oxill iry nodo. Those are thG"1iW(^onco cases, tho ones thut 
would be most* Important in detecting In ony long^torm community based prevention 
program. Cancer do looted through tho screening program wore also smaller than those 
detected in tho same population prior to tho screening process. Nlnety^flvo percent 

of the cancers that occur within 12 months of any examination wore dctoctqd by 
ihc screening examination, tho remaining: by the woman herself, Only 0 of 210 
concors delected by the screening wore found solely on ,thc bases of clinical examination 
Without mammography, Kollowup including survivorsWp-j^f this important population Is 
continuing. I 

KcecnU v en Initial cvalymUon of this study injs published in the Juno 2, l$M Issue 
of : 'LMi>cg\ M > The authors slated ttmt "the risk of folhg of breast cance r among women 
sefconod was 3Q'\> of'timl of women never screened * Longor follow im, howovor, Is still 
necessary. A similar study from ^llnier^n. Holland oulUhed in the s ame issue stated 
th^t the risk of dying of Areas! Cancer among women $crooncd hnd bee n reduced fry A9%\ 

The Initial results of this study have very Important Implications fo^the prevention 
of breast cancer In the United States. First, women can be recruited Into a b>enst 
cancer prevention program (72% of those eligible). Second, pnramedloal personnel can bo 
trained to do nnd rend mammograms in a* community based prevention program 
substantially reducing' the cost with little evidence of a major reduction in sensitivity of 
thc procedure. Third, mammography has o^ain been demonstrated to bo able to Identify 
small, localized breast cancers which might bo associated with substantial decrease in 
mortality, Fourth, a careful, well-organized f.ollowup is possible and can be dono 
successfully. 

It Is also clear that given tho yield, 7.3/1,000 breast cancers at the initial screen 

V 

1 . 




f »r v vdUr.^e) and J.l/lI"OU subsequently Oucldonoe) ft oost-offuetlvo nothod for scroenlnx 
is .irocs<npv. \t $150 a mminogrnni a fairlv standard price In the Unite:] States, tho 
scro- nlrr- of lho*u ?0,000 •.vomen dUrjnf the first vour alono would ho over iO,OuO)UOQ nnd 

viold I la hreast orineors or about $31>800 par caso Just for Gaso finding U would be 

^ v t ■ ' * 

finmHtUy impo^iblo under the curfont procedures to screen the eligible United States 

u > 

population of perhaps over 40,000,000 women, A publlo he»xlt*i or community health 

effort, such as tho Dutch Project, will bo required.. As noted in the American College of 

Kadtolo^y Report, community basac 1 oanoor dotation centers both to improvo tho quality 

and reduce the cost of mammograms o^d foUo*.y\ip will bo necessary. At j^^cnt, t.horo 

are feiv such orb^rums in the United Spates, tho sta^c of disease at the time of diagnosis 

has re mo i nod unchanged- over time as has bOttf the Incidence and breast canoer death 

rates. If the 30"6 reduction in mortality ^notod in tho HIP ser coning study has been 

ooplied to the United Mates population subsequently there would bo at least 7,000 lives 

s,ived each year In thef t*<nltod Stntos* If thesc'proccdurcs has been In place since tho 

initial results of tho HIP study In the early 1970s there probably would have hoen a 

< 

' savings of almost 70,000 lives. Without any organized community based program thqro is 
little likelihood rhot there \ylll be a substantial reduction in broasjf onncer mortality in « 
the foreseeable future In tho United Statos> The program at the Guttmann.cHnlc In New 
York and Florida has substantially reduced the cost^of screening to tho current cost of 
$'J5. Over 10,000 vomon have been scroenod id Florida at tho Centor. Newer Inlawing 
techniques sufih as Nuclear Magnetic, *vcsonancc' may enhance the early detection of 
breast cancer. Tho continued failure to Implement early detection programs aV ill havo an 
adverse effect on tho health of American women. 
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' ■ i lUv Droostf sneer Treatment 

Major chancres in the .trofltmont of 'hrfrn'sl cancer ar e continuing and -Include 

V 

modific a tion of surgical procedures, usq pf added .c bomothor^ov and hormonoa (adjuvant) 
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^v»2Ll' Untl' H'o l y ™'$ there was relatively little controversy as to how broast cancer 
ttoiikJ *o treated especially IT tho i^mnn hud no evidence of sorcmd beyond the loool 
area. Tho woman wa.v subjected to a radical mastootomy and might *also receive 
radiation thorapy. Tho initial surgical appronolywtis based on llalstcd, n famous surgeon 
of the (iurly lOOO's concept x>( tho spread of broast cancer. As disused by Fisher, ol al, 
llalstcd believed that extension of tho"cancer from the primary site was by direct spread, 
called permeation* The concept of tho spread of the cancer jvos tho basis of the radical/ 
'nnsteetomy, , 

In the lOaO's-am^later It became oloar%lmt|>ass<\^c of tumor yells in the blood 
strevm (onibolizntiorjtts the prcdomlnnnt mode of spread to the draining lymph neoos and 
to distunl sltos.^tlrthclmioro, it was originally thought that spread of breast cancer was 
sc^enthl from broast to lymph nodes to d#f!int sites. /ioro recent work, however, 
su-^ests^ tluU spread to draining lymph nodes and to distant sites may occur 
independently although, jhey are hlfcltly Correlated processes. The presence of a tumor in 
tho axillary nodes at tho t*rm> of diagnosis is a bad prognostic sign, but not nocossnriJy 
tho cause of tho bad result*- Further studios have also suggested that thcro may bo 
important host-defense mechanisms that are capable of eradicating untreated tumors and 
that these untreated axillary lymph node growths do not necessarily servo as a foeus for 
fu^re Spread of brcas^ cancer, Somo investigators have suggested that treatment of 
^r dnir.'t'lynph nodes may in fact he harmful. 

Tho value of tho specific types of htcust cancer surgery and radiation therapy haj^ 
>nvn ^vdiMtcd in several Ir^ortant clinical trials. The results of' those clinfeal trials 
....... v n , 

1. h\ the Linked Kingdom in Vj70, compared simple mastectomy plus' radiation to 
si mple msistcetomv <*lonc» Tttorc was no difference in survival in the two 
groups. Although patients receiving radiation therapy* had fewer local 
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recurrences. Similar typo Bludlqj In Urltnln huvo hm) tho same results. 



2. In 1071 a trial wns be tun In tho United States t>y the National Surreal 
Adjuvant Uroost Cancer Projoot-(NSABP) that compared simple' in©»tactomy, 
radical mastectomy and simple mastectomy and radiation thornpy, Again 
localized and regional recurrences wore rcduoofl by radiation thorupy but there 
, were no differences In survival among the throe lrontn\ont groups* A five-year 
relapse free of breast panoor, survival was 7196 tor 'sample mastectomy^ and 

«■ 'radiation, 83% for simple mastectomy qlono and #8fe for radical mastectomy. 
Fisher noted UvQSfc st udios aui rewftod that treatment of qxll lny nodes }» nolthor 
harmful nor beneficial wtth regard to rarvfrfll . 
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The newest Approach to breast panccr surgery 1? scffmontfll myectom y, partial 

myect omy or tOBSfligJlil* Al ' of ln$so ftp o essentially tho same procedure, Many 

initial reports have been very favorable* A clinical trial by tho NSAUP has recently beon 

completed and should bo published shortly- This approach, hotfevbr, has boon primarily 

WmTftd to woihon who have relatively small tumors and can osppct a good cosmetic f 

* vi 

result. 

A combination of enrlv dotceAlon bv maqunofcfnptw .and subsequent ^egnvomftl % ^ 
n^ottlon mav offer a very promising approach to both savin* lives and ^rovidll^.q^flte 
and th^e^ S o^nvotlc nooroach. preserving most of the breast .ttaws However, until the 
- results of the clinical trials of segmental mastectomy are published and critically 
reviewed, the procedure should still be considered experimental. Other trials of 
ftCT'^niul^resocticn were started In 1 070 In Italy nnd tn tho United Kingdom. The 
preliminary rosults of the Italian study have recently been published* '1^ study was ;J| 
H'Mitcil to rvttionts '\*ho had small lesions loss Limn 2 cm without clinical axillary node' , .$$ 
tumors. Surgery consisted of romov/il of tho quadrant of tho b'reast v-lth tho lumorrplus '-'^J 
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d^clion of the axillary nod* and radiation therapy. Such paUonU havo had rlmltar 
•urywol «» pntionu treated with radical mastaotomy. The United Klntflom studios 
initial* show no difference .In the survival at ten years between segmental rejection ix.nl 
more extonatvo »orffofy among womon with negative axillary nodos. . ^ 

The results of th» nllntcal trial* tjfl^ Dill B SHUgC W <>" th ? W> tm 9^ Si 
breast cancer . The )B82 lourr-tern , m*""' hAo A merlin Co^ffQ of MSSSM lh£§ 

nuiiotm. scpto ^ r, * n83 >- notod ^ S B " f BftUapa ttftafl to io 7( ? W w^rrona 

a modified ffi fllfial mnstoolomv and 28% B qrtjsaj ^ration. The Wl av#t frWvfl 
& of women in lOgl SSd 33 ^ 1 I ™dical proootiur* n% ft 
aaflflgj technique The 1J82 ^ \W t2k af, ^ J 

>rqood« f o ns soic a atad to 3% In 1P76 . Furthermore, more detailed analysis of the 
overall trends noted that radical procedures had doellnod from'40% In 1972 to 21% In . 

to 4,5 s, In 1032. Th yse flm.ros ln d leaio.th8 end of more then a , half qeplury of 
stnn-'-irdlaod trqntmfn,' ^ r- p rll-n' -T-^T',? m ^ a malor adynnofr.ta JWglcal 

I' vampy for theyootnont °f !>rc " ljt <?0UCQr ' o 

The era of tn " " ff I t Pflll' H unprtfVQn dlQiTPP*'? of br 9 a^ WW 
oneratlne room, P .rfarmtmr a htos y J ^ff^en section for ^o^tcal ^rmn alifia 
H r ., W nnosthesln and than « defln ^Y" onerntlvo pronoduro, lho SO 9^ 9*l:'\«* 
abroach. Inchi.ilpfr subseque nt myectomy has n,lsp. pome to'.an ffld - t 

Now when a mass is. detected In the breast the diagnosis may be established by one 
of three procedure*, alt on an out-pntlont basis and generally |&r local anesthesia. 
1 . Analysis or cells romovod by ncodlo aspiration of the brans*. 
« llcfcovol of a coro of "tissue (biopsy) and subsequent pathological examination. 
3. An cKcWonol biopsy, that Is removal of. the entire tumor, .may also be done if 
the tu'iior is relatively small. '» .. 

It is extremely Important In all of. those, instances that excellent pathology 
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iu i v .,* readily 'iv.itln'iio, »cecMors for specific hormones, o$troccn and 

no M st crone ire fount! on the surf'iee of these ofth- I'ho aubscquoMi course of disease 

-n specific folio - , nf^ chemotherapy and possibly hormonal manipulation depends on Uic 

;»c<-*c»oe or Vscnce of thero hormonal receptors. Thus, ;;oo'l surgical euro now requires: 

1) proven diujnosis prior to definitive surgery, including evaluation of receptor status, 2) 

the best type of «ur?lonl procedure most likely to proscrvo lh« ma^Jjpum npiount^of 

breast tissue with or without subsequent radiation therapy, and careful follo-.vup of the 

I 

patient Including the ne^cds for adjuvant chemotherapy, 

Those are extremely important areas for professional o ducat ion of the surgeon and 
otMcr physicians, as well as c'S^ful monitoring of the trends In breast surffory and after 
cave, l^ro^rams have been developed by both the American College ot Surgeons and the 
National Cancer Institute, It Is also Important to educate women about the various types 
ct *:\n ;noslie mid subsequent surgical procedures and the Importance of their contribution 
to thi?ir o vn care. 

Systemic IMcropy of breast cancer Hth anticancer dnrfs and hormone therapy has 

aNo changed during the pa$t 10-15 yorfrs, A report from the American Collate of 

Surgery, noted that there v;af|jj^$ubstantial Increase in chemotherapy following surgery 

from 12-lG'v» over n five year period, hetween 1976-1981 ^ Also only 3% of patients with 

♦ advanced regional disease had received chemotherapy in 1972 as compared to oyo> fc 33 v» 

In IU8U Kadialion therapy Is" a\so beginning to become less frequent, In l x J72 r l5°o of 

patients received radiation therapy, while in 1981 only li^ received such therapy. The 

isc of combined sur-jcrv, rncMolion and chemotherapy in the treatment, of ^roast cancer 

.ns recently reviewed by the 'Council on Scientific Affairs of iho Arv.urionn Medical 

\sfcciatio?> (J VIA , Aav U, U84), 

The AmcYicjan .McdjSdl Association report noted that "cyntrQUe^ ^ljnlcal trials havo 
T - • - ' . 

t-s tabiis'ied the value of chemotherapy In frilfcnU. Avrio-ftovcto :) bronsLt emJdor prior to 

t^rjr natural menopause and -yho have, positive axillary iWes," Tn^relnpsofrce suryivaH 

v ; 
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iLlblT yc?>M L* t-opryvcf) from < \ n controls to G»'.» in Iro.HoJ patients, A 
CO ''to :m i lion or e»io;nothcru;>euUc .vront* appear preferable In most studies. 

Av >c»t-i;iDnor>.uis:il v omen with posjttvo axillary iior)c«?lho role of nddod duijuvrnt) 
o>>- ^therapy in moro onntrovorshl.- The .various cUnUtal'Xrlttb have haO ' connicllrif 
results. * 

l:mly trial of hormonal manipulation as adjuvant therapy of primary breast cancer 
included the removal of the ovaries In patients prior to the menopause* Tho results of a 
r.mjor trial In tfoo United States were essentially negatlvo. A more recent Canadian trial 
reported M^niflcrtnt benefit however, M 1 * versus 2996 disease free at ton years. Those 
treatments ta>i\ovcr wore oil conducted boforo tho discovery of estrogen rceoptors. 

jtSQSally .a." Q'ttloytrogen drug (tarnoxlfay has boon combined with che motherapy In 
a^L'rJc_nQi?nu?nl women, who have estrogen receptor positive lesions . Treatment with 
tamoxifen prior to monopawc who have estrogen negative tumors may however have an 
adverse offcet. A more detailed review of the Impact of Randomhcod Clinical Trials on 
tho P-ompy of lirenst Crmcor, the N'SA.U' overview was ropently publlsho^n controlled 
clinical trials*, lfc83tfi209-225. | 4 

The most recent randomised trial of a combination of chomothor'apeutic drim and 

hormone thonpy with taxoxifen was reported IronrKurop© by the Ludwlg iircast Csiacor 

Study Croup in the June i), IU81 Lancet . At a median followup of 36 months^ disease- 

free survival was significantly <jrc*ter In women receiving the comhincd treatment as 

eo i^irec 1 to taxoxifon nlono or controls. Unfortunatoly there was no Improvement In 

life e* :>cctancy by the treatments, t The authors concluded that endocrine therapy 

reduce } local arid regional recurrence only, 
■i % 

IVoVibly one cl' s thc most important advances in cancer research has been \ho 

Hontificiiion of specific human canee'r jjenes called onoofcenos. The Importance of 

ov.'o-^ics in relation to breast cancer was recently reviewed by Dr. William Feller of 

Oor-ctown University kVlenl School at a Juno 6th Itcarhvr'of tho Subcommittee"' on 
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?*vO'U :Uion un. 1 Ovcrhi-'H of tho Coutjnlttoo on ScIcmco an^ Techno I n-jy of l\3. House 
of '•.cprc^nt'iUva*. Or, I'cDcr staigd, "It is likely that the brc^iliryr^\.9 n„o M i»Q T Q.';cnc l s 
L}A n . ^y SSJ1 J Qg >v *1 rallies fgflkli QS&S s! [fi ^nobis girisi k£gflj GMU w L\l3 ll] kllg I 
^V^V Preliminary vork In Ur. E-'cl tor's laboratory ho* resulted In a possible hlood test 
for early hren&^Gancor detection. Furthermore*, tho understanding of oncog6nx>s may 
result In now^lj^jof therapy. "Con we rioviso slratogtos lc witch off cancer gonl?s. M 

The Identification of specific n;oncs or their products co^ld then bond to 
development of antibodies, such as ngnlnst viruses or bacteria tbn t could Jdoot1|^ and 
dcSlroy *t^c tumor. Such now "immunotherapy" may Improvo diagnosis and treatment. 

XIjP Jj^^kigik ta_A hfi}hQX l>re|isi cancer ife really, curable remains a controversial 
subject * r As noted late recurrences and death fron.tho disease are not Infroquont, A 
recent report of 1-1,731 cnse£ of breast canoor from tho Cancer ,3^istry In Norway with 
-in average of 5-18 yo-j»rs of? followup, noted that perhaps 33* o of breast jeanoor pMlcntj 
\ -ore cured. A model v. is developed to ostlmato this euro rnlo, defined as women with 
previous breast cancer who now havjr the same risk of doath from all causes including 
^ronst ewer as woman without the disease. The cancers wore also classified by staje 
of disease (Cancer, A^vril 1 3, 1H84)* Stafjc I localized with no axillary tumors, n localized 
v.-fth l»*nor outside the breust, to sta^e IV advanced disease at time of diagnosis* The? 
c ured 0Q»x^ntnvte \*Uh u? to 1? years of followup was 54°$ in stm ro ^ in stage II, W\> 
in !tnd only * \'i> in sUlTC t v - The median survival of tho non-cured patients in 

*t«~e* 11,111, and IV v n& less than five years". Late mortality from breast cancer occurred 
• fn^< icrillv cYcn after flvc or even tGn years of Inae'Uve disease. 

\ shulm- recent letter to the editors of tho Uritish Journal lainect reviewed tho 
ewricnoes in the < :;vV*ri< T ;;c area (if tor a 22 year follovup. . Kven aftnr 20 yonrs of 
folio .\ up there were still 13 ti'nes^aa many brcn^t cancer deaths as expected. However 
o^ly 2»J of the 7U4 patients had developed breast cancer In the opposite breast over 
the 30 year foHo-vjo. Arinlr In a 30 year followup of pntlpnts treated at Memorial 



84 



:*os>»tAl in New Yor!; utlMnted only o 2Vi euro rate. 

p4 concisions of the kffl „rtlolo wore jailHlJgE gjtflrm sUidlol now 
AL'iiU miSliSte] ™rc (i.e., ^ attainment o f n ^ n „ p gut^ Q! ,l v to n^nL jIy 
i±L2l'."»> HPl V9> Mn demonst^ted l n brcpU!:^- Howovor, n $ l !r ntOcant proportion 
° f ^ Uowt ' SOU SXaatiSfigS "PVr ^on^ cu rfi: in that they Uvo without overt gjaog of the i r 
tet_cji,n?or untfl thov Jie from some other 9 „ v « f . ] n our series. 170 of tho 683 
doq tltf fell into tills category." 

Tho Implications of these findings are many fold. First the treatment of breast 
S22SSC JS3SSim continued basic CfiSSMgD «"d^arvful XQ3ttn»r In ollnicn) t^u Wo „ rQ 
still a long way from a combined surreal, rtwJlatlott imd medical therapy for curing 
brenst cancer. The use of chemotherapy Is not a witch's brow to bo used without careful 
Pbuninj, followup and most important uso of scleutlfioaUy tcstod protocols! Tho recent 
articles In the Now England Journal of Medicine described tho problems of recruitment 
of sheets into these clinical trials especially for breast cancer, bolter education for 
»otl. the physicians and the patients nbo M t tho great importance of a systematic approach 
to treatment is necessary. It is extremely unlikely that further advances in reducing 
mortality will continuo without « /omblnatlon of careful baslp research to Identify new 
therapeutic modalities and long-)*rrn olinical trials. 

ajgaaA, the Introduction of (ho PHG system m r have n substnr.U, . adverse effect 
. on the quality of breast cancer th crgpy b v fC5tr i c t|, 1(r tha t T 9f]l „ of dln(fnostic 
procedures and the admissions of p nHon,. ,„ « pr l fic Drotoool!i ^ n r{ of c „ n ,^j ' tr|nU 
that nay bo more costly, than j^onyfifltipn nl, but perhaps loss effective thcr onv. 

n,M ' ,he c?.^Pc»tlo n for p a tients nt the lowest possible e 0 st mv dr i ve D(>Ucnts . 
from major enncor caters and tertiary eare h ospital, which h ( ,™ hi^er costs to loss 
expensive Institutions lp tho community. -Most onnccr patients can probnbly bo treated In 
community hospitals nnd major teaching and tertiary core facilities are required If 
therapeutic efforts are to continue to Improve. ThJ Nntional Cnnccr Instituto has boon 
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■»tlor! ,->Un* to liovclop *uch brtd;;o*. However, recent changes in tho Health Care 
\ h,r»^in System -nay provide obstacles to the continued development of thosg outreach 
pro/roms and especially the development of systematic tro:Hmo:U protocols as purt of 
clinicil trials in community hospitals. A dollar saved may be a very costly dollar In 
terms of the health of the woniQii, 

Fourth, bett er health cdMQ.Pt.ton of woman [§ necessary osocclnlW in relationship to 
the early d larmoste aAd tho (\Uorno\Wo form? of specific thorppy. Most important, 
women who Imvo localised, small lesions, may probably po treated by segmental 
resection or lumpectomy. The morbidity after such Vargory is minimal and various 
rehabilitation procedures including reconstruction surgery are currontly .available. 
Neither social nor sexual relationships need to bo abnormal after any of the surgical 
procedures. A recent article in the LancoU lTcbruary 25, 198-t) hns reviewed this subject. 

I'innUy, in order to reduce the mortality from breast cancer, .a vigorous four- 
oron tcd effort i« .clearly rcjMlTJd ; 
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t here is a major need to test methods oT primar y prevention of ^gsycancefi 
most lIUclv bv iiulrlUonol modlflcaUoru The years of both basic animal 
research and human epidemiological and^cllnical studies must, now bo tested by 
careful clinical trials to detcrmlno whether low-fat diets, calorie restriction 
and ivci^ht reduction or other ehomoprovontlon agents, such as vitamin A and 
other retinoids will reduce the incldonco, or number of new crises of breast 
cancer^ The evidence that such nutritional approaches will reduce the 
incidence of breast cancer Is currently circumstantial nod requires careful 
clinical trials for validation. Modification of the did of the United Statos 
population to prevent breast cancer by reducing fat intake would have a major 
effect on certain industries in the United States A clinical trial of this 
approach should be done prior to the gcneraltzabiltty of this of(ort. 
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A..C9mnumKv Urtaod- effort to Inoronse carl? riotqqUon of ^pj, mmL ^ 
jigmni^nKYi phvglcdl examinat ion, a nd broasl salf- oxnuUpaflftn hv women, 
and aossiMv now diagnostic techniqu es roust bo dov^ on^. The currant cost 
of mammography ancj ctiniGftl anamination nuik<M a national effort toward 
breast cancer prevention unlikely without a substantial use of health eara 
resources. On the other hand, thoro Is no reason why low oxponslva and 
equally effective community-based programs cannot be developed especially, 
witn* the use of paramedical personnel and newer, loss costly screening 
technology. 
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A continued effort In research and exp a.Tftto p of ^icaLtHals to Iden tify 
telUr .mothofo of treatment Qspg cl n Uv 6f advanced disease is critically 
l.fnpgrttu\U tn spite of ou.r efforts In chemotherapy and radiation therapy and 
hormonal manipulation the results of the treatment of . women who haV 
axillary node Involvement at the time of diagnosis or other advanced disease is 
still dismal, and an aggressive effort* In development-; of new treatment 
modalities is clearly nocossary. >- 



Continued active research to idon^lfv the specific cause or pause s of hre^ 
cancer is still top prjorl^- Hy.yevor» we have learned n <rroai deaj ahpjjUla 
Specific environmental a nd certain, photic factors related to breast canqcr. 
and continued fcasle, re search shqyW not reduce Or eliminate j ho Jie^^r 
careful o|ln lcq| trials and evaluation of the, Important jcads of ftp ro se ^rc^ 
fro n the nqst 10 wM voars . 
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Mr/ Pkppkji. Now we will proceed with our first, panel qf wit- 
nesses. We have aft excellent panel, consisting of Mrs, Irene Cohen 
of Deerfield Beach* FL. Then we will ftear from Mrs. Dorie E, Levin 
of Rockville, MP, Mrs. Ruth £$pefu\ of. Ifork City, Mrs. JanBt 
Nixon of Chicago, IL, Mrs. Cardlyn AUprd of Midlothian, VA, and 
Mrs. Rose Kushner of Kensington, MP* \Vve are delighted to have 
you ladies here, and woijjd like for you? Mrs. Cohen to lead off, 
please. 

PANEL ONE: CONSISTING OF IRENE COHEN. DEERFIELD BEACIL 
, FL; DORIS E. LEVIN, ROCKVILLE, MD; KUTIlf SPEAR, NEW YX)RK, 
NY; JANET NIXON, CHICAGO, IL; CAROL Yti ALFORD, MIDLOTH- 
IAN, VA; AND ROSIJ1 KUSHNER, KENSINGTON, MD 

• STATEMENT OF) IRENE CJOHEN 

Mrs. Cohen. My name is Irene Cohen. I am 76 years old«md live 
in Deerfield Beach, FL. If it'wp not for the Breast Cancer Screen- 
ing Clinic, I would not be alive today. I volunteered for cancer care, 
p group that helps cancfer patiertts. At a meeting in October 1980, a 
sjSeaker from the'new Breast and Carreer Detection Center came to 
our meeting. On Decernber *U> 1980, I went to the screening center 
and had a mammogram. I was fomplet^Jy normal and had not felt 
a lumR or had any suspicion of breast cancer/ On J}ecember 18, 
only 7 days l&ter, I was advised that I had an abnormality in my 
right breast L went \Q a surgeon on January 1, 1981^as diagnosed 
! as having breast cancer, and on January .22, 1981 had a right modi- 
fied mastectomy. I go back to the clinic ^ery 6 jponths for a check- 
up- During the*past BVz ye^rs since tli© diagnosis, I have had no 
recurrence of the breast cancer, I did pot need radiation therapy or 
drug therapy, chemotherapy. The screehing examination at the 
center ^aved my life by findiftg the breast cancer while 1 was still 
curable. * \ 

I wrote an article called "My Lucky, Day" for our local newspa- 
per. A copy of the article is available for the committee. I believe 
that prevention centers such as the Breast jCancer Detection* Center 
are very imfc!6rtant v especially for our older citizens. I am healthy 
and active now. because I have participated in preventive programs 
since the beginning of 1950 in New York City sponsored by the 
health department an* Memorial Hospital. 

I believe that it is very ipnportant that all citizens be aware of 
the importance Of prevAitive health programs. Centers Such as the 
Breast Cancel^* Detection Center should be established alii over the 
country and all individuals, especially older citizens, should t>e 
tirged to participate. Based on my personal experience, I am cer- 
tain that this will gave lives like my own, malte jthe older years 
mofe pleasant and eryoyable and save millions of dollars for the 
Government by reducing, expensive health care costs for treating 
severe diseases. 

I want to read my report called "My Lucky CJay." Ladies of all 
ages, take a few minutes to read t<his letter* if yoi^ do, ypu will ben-" 
ent from it. It may extend your days and *evei> 'save your life, as it° 
did mine. , -^N- m ^ % 

On October, 1980 I went to a Meeting 'for cancer" care for th<# 
hoinebound at the Chamber of ^onlmerce in Deerfield Beach, FL. 
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A speaker cW to tell ufe that the PhHip Strax v BVeast Cancer De^ 
tection Institute was planning to open a breast' clinic in Florida, as 
they lelt there was a great Tided for more information about breast 
can ,f e A r - 1 8< M d to th * £ !0U P of women, "Let's sign up for the check* 
up. After some pros and cons, four of us did sign up 

On December 11, 1980, we all went to the Philip Strax Breasl 
»™°% r P? 1 ^ 0 " Institute at 5976 West Sunrise Boulevard, Suite 
<sOy, Fort Lauderdale. 

• We were examined by a certified doctor and then had a mammo- 
gram taken There is nothing demeaning in such an examination. 
1 here is nothing to be afraid of. It cannot harm you. 

On December 18, 1980, I and three other ladies of our gfom> were 
recalled for a reexamination. I was the only one whcAad a real 
problem. After Dr. Philip Strax examined me, he told rtie I should 
have an operation: but suggested that I go to another doctor of my 
choice lor another opinion, and then make up my mind I went to 
ation" 101 " 6 ° rS ' ^ of whom a * reed that 1 needed oper- 

On January 20, 1981, I was operated for a modified mastectomy. 
When I was alerted that J had the problem, which turned out to be 
cancer, I did not waste any precious timer I faced the facts with 
open eyes aid acted fast for it could save my life and perhaps avoid 
years of untold suffering and treatment. 

My mental attitude and my determination that I was going to 
get well helped me I got right back into the swing of housework 
shopping, and social activities. , 

This much I can say: If I hadn't heard about the Philip Strax 
Breast Cancer Detection Institute and followed up on the tests and 
mammogram I might not be enjoying good health and a clear 

mm u • °i ay ' ope * ^ or - many more y ears ahead of me. 

I his story is told from the depth of my heart, hoping its message 
will show w(ffnen the~*nportance of regular breast examination, 
borne women may someday say, "It was my lucky day when I went 
|o Fhilip Strax Breast Cancer Detection Institute for an examina- 
tion. - 

Mr. Pepper. Mrs. Cohen, that's a very compelling statement. We 
appreciate very much your coming to make it. 
Mrs. Cohen. Thank you very much. 

"Mr. Pepper. Now, the next is Mfs. Doris & Levin pf Rockville, 

STATEMENT OF DORIS 18 LKVIN 
Mrs. Levin Members of the subcommittee, ladies and gentlemen, 
my n«me is Dons E. Levin and I'm from Rockville, MD. Almost 5 * 
veai* ago I went to a doctor because I had a suspicious lump in my 
breast. He aspirated or removed fluid from the lump, and did not 
send the fluid on to a lab for further analysis. About 1 year later I 
visited the Georgetown Hospital Breast Cancer Clinic, I had for 
some time participated in the clinic's early breast cancer detection 
program, wherein I would be followed for 5 years in order to detect 
cancer in its earliest stages. 

To my surprise, Dr. William Feller, who is the Director of. the 
Center a*t Georgetown Hospital, took one look at my breast and 
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said, "You look like you have breast cancer." I, in fact, did have 
breast cancer and Or. Feller performed a modified tnastectomy. 

I would not be here today had it not been Tor the Breast Cancer 
Clinic, 1 am one of the lucky ones. Had I not enrolled in this volun- 
tary breast cancer screening clinic, I would never have known that 
1 had breast cancer. It was not until after I had discovered I had 
breast cantwr that I learned how important it is to detect such can- 
cers at an eprly stage. 

Wit[i early detection, a woman's breast can be saved, her life can 
be saved. Unfortunately, most women wait until sjnmptomfc express 
themselves, like mine did, and the prospects fyr survival are sub- 
stantially reduced, 

Following mj^breast surgery, I began Working with voluntary or- 
ganizations involved with helping othwAvomen with breast cancer. 
As a result of this activity, I found tnat women, especially women 
in rural areas, simply don't have thfr services e^nd opportunities for 
routine exams for breast cancer, such as I had. 

Breast detection centers should be made available to women 
throughout the United State*}. . * 

I also found that, iftaijy <flder women are generally not able to 
look to public and private health benefits programs to help them 
pay for such preventive screening. For women over, the 'age 0^-65, 
many of whom are living on one-half of the income of those who 
still are working, they simply don't have the discretionary income. 
Most public and private insurance pays only when a woman is sus- 
pected of having cancer, and that is often too late. It is unfortunate 
that the breast cancer detection program, such as at Georgetown 
Hospital, is no longer financially - supported by the American 
Cancer Society or National Cancer Institute, and that such centers 
are not available in every community in the United States. 

Last, I just want to say afeain that 1 would not be alive today if it 
vyeren't for the good work begun at the breast cancer clinic under 
the direction of Dr. Feller. I only hope that my testimony will serve 
only to continue their work and to provide breast cancer cliniqp. 

Dr. Fellerj* dedication and devotion to this cause should malce it 
possible for^his worthwhile program to be continued. 

Thank you. 

Mr. Pepper. Well, thank you very much for your excellent state- 
ment, Mrs, Levin. * 
The next is Mrs. Ruth Spear. I 

STATEMENT OF RUTH SPEAR 

Mrs. Spear. Chait^nan Pepper and members of the committee, 
there is no contemporary disease that you can name that a greater 
number of people, ^namely women, spend more time thinking about 
and fearing than breast cancer. If every woman doeS nothing more 
than the monthly breast self examination that the 'American 
Cancer Society advises, that's a minimum of 12 times a* year that 
she thinks about it. And more often than not this examination i$ 
avoided altogether, exactly because what it might j#|veal is so 
feared, a lump that, if malignant, means aivimmediateMnastectomy 
. at the very least, and death in a good number of case^i • 
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Breast cancer, though epidemic among American women, is a * 
disease About which they are told vefry little until they contract it 
A shockingly high number of women are not informed that they 
have a. righ£ to demand a two-step surgical procedure. Fewer are 
told about new treatment options. And rarely is prevention men- 
tioned. 

Two-and-a-half years ago I discovered a small lump in my right 
breast during my monthly self examination. It showed as a*tiny 
speck on a mammogram. I was told by a breast specialist that if it 
proved malignant on biopsy and if I cared a great deal about the 
way I looked, it was possible to have the lump removed and have 
radiation therapy. But if I cared about Hviiij a long time, I would 
have a mastectomy. * 

Frankly, I cared about both, I felt that this m^or decision should 
be made neither on the basis of vanity or fear, but rather, on 
whether I qualified medically for a viable alternative among the 
newer, less-devastating treatments that I had been reading about 

Obtaining information was very difficult. I was extremely fortu- 
nate that, being a writer, the journalistic pipeline mqde informa- 
tion available to me that simply would not easily be within the 
reach of the average woman. And at a time of trauma like hearing 
you have breast cancer, I doubt that the average woman would be 
cool enough to seek it. 

I learned that tfeveraj European studies had shown that 10-year 
survival rateei for women with early breast cancer that had not 
spread to. the -adjacent lymph nodes and who received the lesser 
treatments were Virtually the same as for those who had mastecto- 
v mies. I learned about myself that the small size and location of my 
. lump made me a good candidate for lumpectomy and radiation. 

But I really had to shop around to find the best place to do this 
,and I had to close my ears to a lot of scare talk from some doctors 
who simply were not well infcVrmed about the latest techniques. 

My treatment took place at Memorial Sloan Kfctterinff Cancer 
Center in New York. At that time, only 2Va years ago, the avail- 
ability of such treatment at a surgically oriented hospital was sort 
of a well-kept secret, discouraged by mdet breast specialists who, 
being surgeons, have a built-in bias. I am happy to say that at Me- 
morial and at other m^Jori teaching hospitals, this has changed dra- 
matically in the last 2 years, as more and more doctors learn about 
the new modalities. 

But this still applies only to select urban areas. ^ 

There's a great deal more that can be done and in the forefront 
is education. Within a short time after 'my treatment, i found 
myself receiving telephone calls from women all over the country 
who heard about my treatment from a friend or relative or neigh- 
bor.* To these wonxen, women's networking seemed the only way - 
that they could get information. Now, there's something wrong 
with a system where women have 'to go to other women for infor- 
mation they should be getting from a doctor or a specialist, or a 
specialized agency. 

When I subsequently wrote a detailed account of my experience, 
{dong with basic information on breast cancer in New York Maga- 
zine, the response in letters and telephone calls was double that 
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usually elicited by 'stories in the magazine, another barometer of 
how hungry women are for this kind of information. i 

It's time for the Government to recognize the various areas/ot 
work that, must be done to reduce the mortality and morbidity oi 
breast cancer in this country. Any woman with a close female rela- 
tive who has had breast cancer is at higher than average risk, and 
the average risk is already high. 

I would like to see more research done on the hereditary ^plica- 
tions of breast cancer, so that some preventative modality could be 
formulated. And speaking of prevention, I feel fortunate to know 
about the link between dietary fats and breast cancer, and to have 
had the opportunity to become part of Dr. Winder s low fat pro- 
gram. . . T i , , 

But I am saddened when I think that .the opportunities I had do 
not exist for the 1 out of 1 1 of my sister Americans across the coun- 
try who will develop breast cancer at some time in her, life. v * 

It should be a national priority that women be educated both in 
their rights and in the new techniques of prevention, detection, and 
treatment. A State law requiring that a woman needing a breast" 
biopsy be informed of her right Jto a 2-step procedure such as was 
first enacted in the State of California, is a step-in the right direc- 
tion. But it needs supplementation. ^ , 

California also has a brochure explaining not only the rights but 
all the efficacious and viable treatments available for breast 
cancer But many women do not understand what they read. 

What is. also needed is that each State provide a breast disease 
specialist, a sort of breast cancer ombudsperson, if you will, an offi- 
cial someone, a person, or an agency, available to interpret the 
facts to anxious women. We like to think that doctors will do it, 
. and they should do it, but the fact is they don't have the time, and 
they often don't have the inclination. 

The national Government must make each State understand 
that simply having a law and having a brochure is not enough. 

>The prevention oi' breast cancer through dietary modifcations is 
an^xciting concept Jhat promises much and needs the support ot 
the food industry,' the medicaT establishment, as well as the appro- 
priate Government agencies. Low dose mammography should be 
available to all "women, regardless of economic 'Status, and not 
merely to confirm clinical findings, but as an J> ftrl y screening 

The benefits of low dose mammography far outweigh the risk, 
which is a fact that , must be publicized among women. Women 
need to learn that looking for trouble is the best way to avoid it, 
which brings us right back to education. A woman is much more 
likely to examine herself regularly and report suspicious findings 
promptly if she knows'that a lump, if malignant does not aut<* 
matically mean a mastectomy. And she needs to know that it a 
mastectomy is ultimately necessary, that reconstruction is avaii- 

ab j e am informed that this subcommittee has drafted legislation like 
Ms. Oakar's no surprise bill, and Mr. Pepper's bill which we heard 
about this morning, to make mammograms as available as chest x 
rays. So, I urge you on behalf of the women of this country to act 
favorably upon them and to-support any other legislation that will 
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help fight the disease from whiQh $8,000 American women will die 
this year. 
Thank you. 

. Mr. Pepper.' Thank you very much, Mi's. Spear; for your very 
fine statement. * 
(The prepared statement of Mrs; Spear follows:] 

Prkpakko StatkmW or Ruth Spear, Manmattan, NY 

Chairman Popper and mombors of the committor My homo is Ruth Spear and | 
am a br^oet cancer patient Irr early Novombor 1981, I discovered a small lump in 
my right Urtyujt *hon I did my monthly self-breast examination, . 

J\ . u i° * "V <w,f thot lt woa PttbaMy nothing. First of all, the spot was tondcr 
an* i had read that cancerous lumps aren't painAn. Like a Ibt of women, I also had 
a tendency toward brenat tenderness IVom time to time and the symptoms would 
ovontually disappear. Still, this was ft bit different and I made ao appobttmont with 
my genocologtst After hie usual thorough examination, he said everything looked 
nne but ordered a mammogram and recommended that the report be sont to a 
breast specialist at Mount 8inai Medical Center he described as "conservative-" 

Tho brep^Wiallst at Mount Sinai found the lump immediately, .appraised it' 
careRUIy and told mo a Money would have to bo done in the hospital under general 
anesthesia: What if tho diagnosis*;* positive?" I asked. He replied "if you care a 
great deal about the way, you look, you con just have the lump romoved and have 
radiation, if you, care about living long time, you'll have your breast removed/* 
My anger centered on the 'choice offered— my vanity or my flood sense. As a 
writer, 1 am a habitual file keenor. My mother had had a radical mastectomy for a 
malignant lump and. statistically, this put me at greofrsr *han /werage risk, Think- 
ing that some of the stories about new and less drastic treatment might be useftd 
one day, I started collecting articles several yo$rs ago. That Ala was to prove invalu- 
. able. Several of tho articles I'd clipped mentioned the promising result* Jfrom "con- 
servative treatment —lumpectomy followed ^possibly by radiation. Others pointed 
up the fact that early detection can be the critical factor for a woman in keeping 
her hfe and her breast * 

i sought a second opinion fromifir. David Kinne, head of the breast service at Me- 
morial Sloan-K^tterlng Cancer ^gbnter- He described tho alternative lumpectomy- 
ana-radiation treatment. Based on tho way the lump felt his clinical impression 
wob that U did not have tho usual characteristics of a maligna**? and he suggested 
following it for a fow-weoks before performing aJbtopey. On Dr, Kinne V advice* I 
also sought consultation from Dr, Wondo Logan, a Rochester, NY physician involved 
n interesting diagnostic work with ultra*t>und and taw-dose mammography. When 
the thermogram she performed indicated* abnormal heat in the breast, Dr. Logan 
proposed another mammogram on a special micofo^us unit that gave, in effect, a 
two-hmes enlargement of the breast tissue. There, clear as a dime, was the lump - 
with all the characteristics of a itfaUgnanfcy. I got back on the piflne immobilized 
with fear and took this newest mammogram to Dr. Kinne right from the airports 
I saw Dr, Kinne at tho foot of my bodJn.tho rocoyery room: "Well, it was mail- 
gant , he said; "1 11 see you later". He came back to niy room around six; that 
evening and said I'd had a small "in situ" and infiltrating tuipbr which he'd re* 
moved with a small margin of surrounding tissue. "Not a lot of cancer", but he rec- 
ommended a mastectomy, I said I wanted to instigate radiation ftmt and Dn 
Kinne arranged for me to talk with a Memorial radiologist, Dr. Florence Chu. 
I threw J)r, Chu dl my queetiond; sho was very patient and anstffcred them all. 
Thft.key , said Dr. Chu, "is.knowing into that group thf) individual patient fells- 
are minimal and temporary and, as far as inducing additional cancer, she dxplained 
that while continuous low doses of *adiation can stimulate cancer, a high dotage 
prevent cell transformation thus inhibiting malignanfccell growth. My husband and 
1 decided to go with radiation therapy under Dr. Chui 

I asked Dr. Kinne tp do the lymph-node operation/ He was formal but distant in 
tho operating room; "It's Jbur choice, Mrs. Spear" were the last words I heard. The 
operation was bigger than I'd bargained for in terms of the pain but the good news 
w«w that the cancer had not spread, * 

Ydu feel absolutely nothing during breast radiation, apart from awe; The- treat* 
ment Itself was short and the side effects turned out to be minimal as promised, 
Since the lumpectomy-and-radiation treatment, I have had a mammogram once a 
year and an examination every 8 months with no recurrence of the malignancy 



U in riittromoly difficult to know everything thoro i# to know about broast cancor* 
j Now thorapios aro botng evaluated and projmiso much- Tho*$ort of lutnpoctomy-and-* 
' radiation treatment I rocoivod la not availaBlo everywhere. Woraon in pmdllor com- 
munition, particularly, mav havo to sook out doctors willing to treat thorn consorv- 
utivoly and porhape travel to different cltios. But tho optlonsltro thoro i.t ono pur- 
i sues thorn and does not panic. 

Thank you for the* opportunity to testify hore today and sharo my oxporlonco wltti 
now roaonrch and now options in tho troatment of oroast cancor, an opidomic dis- 
ease among American women 

Mr. PkpVkr. Mts. Nixon, we'll be pleased to hear from you. 

STATEMENT OF JANET NIXON 

"* > * 

< Mrs. Nixon. Thank you/Mr. Chairman. 

Ma. Oakar. Mr. Chairman > may I suggest that they try to use 
the mike with the tyvo mikes as well so that it can be heard by the 
press? • v 

Mrs, Nixon. 1 afrv Janet Nixon, I am from Palatiiie, Ik, and I 
wish to^ thank the Subcommittee on Health and Long-Term Care 
for this opportunity to appear and to present some concerns I have 
as a breast cancer patient: . ^ 

In presenting these concerns, f do not wish to be viewed as an 
advocate for nor a militant against any issue, but simply as a 
woman with breast cancer, who has a great deal of enjotion and 
compassion for other women who have been affected or will be af- 
fected by this devastating disease. 

I discovered a lump in my breast a year and £ half ago. To try to 
describe my feelings at that moment, late at night, 3 weeks before 
Christmas, is almost impossible, wither -woman who has ex- 
perienced that moment can realty Know and understand. Terror 
and anger, perhaps best describe it. Was it cancer? If so, what 
would happen to me? Would I die? Would I live? If I lived, what 
would my life be like? -Would 1 have to los$ my breast to save my 
life? Would I feel less a woman? Will my two daughters have to 
face this? What will happen to my close friends? Will this happen 
to, them? How will they deal with it happening to me? p 

Most of Chese questions still remain unanswered. 

Because it was 3 weeks before Christmas, I chose to keep my dis- 
covery of the lump to myself. I Jried to keep the holidays t for every- 
one ejse as normal as possible, knowing that if it was cancer, the 
* holidays somehow would never be normal again, because cancer 
/ does not just devastate the one who has it, but because of its uncer- 
tainty it affects everyone to whom you are near and dear, 

Somehow,, intuitively perhaps, I kn^w it was cancer. I also knew 
quite by accident that therq w^s a treatment for breast cancer that 
was «tn alternative to mastectomy , namely lumpectomy plus radi- 
ation. Things then really got difficult. 

I used the next 3'/* weeks to not only prepare myself for a possi- 
ble diagnosis of cancer, but to read everything available to me as a 
lay person on methods of treatment for breast cancer. I learned 
many things. But the controversy that exists 'on treatment methods 
' in this* country only added another burdertu I learned that good 
medical men strongly disagree on treatment niethods and the data 
available on these methods. It soon became apparent that at- least 
the initial choice of treatment to pursud would have to be mine. I 
was convinced by the data available that if detected early and if I 

I 

i 
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mEa candidate for the alternative treatment and it would be as 

^Z3d , K5S omy for me> that thi9 wou,d ^ the 

ee^ r nn e \nZJT' 1 a V ^ M aJ ° n * the normal channeie of 
Came SmSTEl $** mam ™*ropV- Breast cancer 

oecarae > almost a fact from that mammography. I sought out a aur- 

crnSn^z and my fea - — 

»JLl? 8 *i?? Xt - a 8t * ,of Nation oncologists. Everyone 

Xn and fctftSftJ ^ * jCa S dB J? to for lumpectomy and S 
ation, and at that moment my decision was made. If I could Dre- 
serve my breast, the alternative treatment was no longer my alK 
native, but my treatment of choice. I y 

I had the lumpectomy, the radiation, and lie radium imDlant 
Z 6 1 J™ We,L But > n on^heleas, I am and wiTSwZ and 

ny that * ^cancer P^ent with all the fears that accompa^ 

My experience is simply stated, but? as I have tried to point out 
£ eawly ach V? d - formation is not clear, coSrovSy 

he* burden X? W™^.^ hard. And all this in addition^ 

lf kn °V hat I J C0U ¥ have Managed without the complete 
support of my husband and my family, who had their own unS 

me m spite of some doubts, or the friends who saw to it that be- 
ret "to Tv 3?! ^^\^y a^ted and I couK't drive fhaU 
got to my daily radiation treatments. Most of all, I know I couldn't 

wiffma" ■ W , h0Ut th ° se wh0 were there * % 

During all of this, some things became clear. The number of 
women affected by this problem Is large. One in eleven American 
women will develop breast cancer sometime in their lives U % the 
leading cause of Cancer deaths in women. It is rare iii I young 
women and becomes more common as .women grow older 

maiSS 1 «!fh P > bUt tHink 5f the ° lder WOmen who make "P ^e 
mXn L f A ^ Cftr VL er P^^ts* who perhaps did not have the" 

tTat wasT^t fn^ engt ^i° PUr8Ue °. d f. ci8i0n a8 1 did ' a <teciri"n 
t ^eZU wt l h6m When ^ncer is diagnose* we. ask why. Was 
flS £i i 88 11 ° Ur env \«>nment? Was it the additives in our 

tSf.m^KS" n0ne 5 ! ? 0Ur ° hicke . n ' the ^B's in our fi8h ? Was it a 
ti auma that caused stress to weaken our immune system? 

I he causes of breast cancer have been attributed to many thines 

However, despite all of the research aimed at finding the caSfe 

immXTfu^ 86em t0 h ° ld ^ ^ ^ U8 ff ^ 

Next to finding th^cause, the most important aspect in combat- 
ing the disease seems to be to find it in an early stage when the 
prognosis for cure with appropriate therapy is excKt [ firmly . 
believe that earlier diagnosis would happen if the breast cancer 

bed iS C w °^ r0VerSy ,Tii hi8 coantry-WcSSd be resolved land putlo 
i women could be informed that if they religiously prac- 
ticed breast self-examination, had their physician re^ommehded 
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mammography and exams, and thus detected an y breast cancer 
early, that then #nd only then most of tfiem would be rewarded not 
with mutilating surgery, but with a« treatment that would leave 
their breasts intact and the length of their life uncompromised, 

I have recently been involved in starting, a support group in our 
area for women with breast cancer who are considering or who 
have had the alternative to mastectomy... I know from *hat experi- 
ence the concerns they have* Proven inCormation and cost favors 
are great concerns. What happens to the olijj&r woman, who is mo&t 
likely to develon breast cancer, living only on Social Security, who 
does not have the money to follow the American Cancer Swiety's 
guidelines for early detection leading to better prognosis? The 
guideline? include recommendations for early mammography and 
physician exams. Medicare does not cover this cost for her. Why? 

It seems to me that if these guidelines for early detection have 
been developed, that a country Tike ours should be able to provide 
the wherewithal to the ' women in our lives to Vhom we owe so 
much. The greatest concern, however, of all remains that with all 
of the knowledge, technology, and treatment techniques available 
to us, our survival rates have not significantly improved in many, 
many years. No cure has been found. 

We hope and pray for that daily. But if early detection is all we 
have today to improve our survival rate, then we must all be re- 
sponsible and ensure that this information aftd the means are 
available to everyone. 

I have attempted to tell you how difficult the situation can be to 
a younger women, who still has physical stamina, a husband who 
is alive and well, and family and friends who are able to help and 
support her. But picture the older woman, a woman with limited 
.income, perhaps without a husband, and with friends that have 
problems that acconrt>any their aging bodies, ^ndering them 
unable to help her. Does she deserve to be compromised? Isn't 
breast cancer enough? Must cost be a factor also? I don't thjnk so, 
not in this country, not today, not ever. 

Again, I -thank you. 
! Ms. Oakar. Terrific. 

Mr. Pepper. Thank you very much, Mrs. Nixon. That's excellent. 

Next is Mrs. Carolyn Alford. 

STATEMENT OF CAROL, YN ALFORD 

Mrs. Alford. Thank you for this opportunity. 

On Thanksgiving Day in 1974 I chatted with mv mother while 
washing dishes, after the traditional family feast. Mother told me 
that she had read how you could detect breast cancer by examining 
yourself with a soapy hand while bathing. Later, after a shower, I 
told her that I had found a lump. She tried to assmre me that the 
lump was simply due to the fact that I was pregnant. * - 

The following Monday I had my regular prenatal checkup with 
nw gynecologist, who said it was most likely due to a milk gland- 
But he would like for me to have it checked by a surgeon as soori 
as I delivered the baby. * 

My -fourth child, Kick, was born January 15, 1975. Withhi an 
hour after his birth, a surgeon examined my breast and said it was 
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jua .a harmless little lump. But he would like to aee^e in 6 weeks' 
At this visit he assured me that it was nothing to worry about He 
oven commented that it was getting smaller, fle asked that I come 
back, m a month. The month passed' and 1 returned. The surgeon, 
SkZnLl hi concen \ 8 ^ d * w a8 unchanged and harmless. I then 
- £ , i A i he re,nove ll ' for mv PO ftce of n»M. HeVaJled the hospi- 
tal and arrangements were made for admission on the 13th of 
April, removal on the 14th, and 1 would go home on the 15th. 

The morning of surgery I felt like I needed to know a few an- 
E ^J*^8l tfhe l M? U £ ht e Y e 'ything would go OK in surgery. 
In nn^T? \ Why ' , y0U 11 ™ takin 9 to your husband by 10 or 
iU.W. Inat is as close to -a\ mastectomy as the conversation ever 

1 woke up to a horrendous, burning pain from my armpit to my 
" ' hn^?T d by i ? V6r 2 °2 8titchea - The clock said 4 o'clock No one 
hZLH kllk™- \ kn T the 7 or «t had happened. I not only lost my 
breast, both pectoral muscles, the chest wall, the lymph glands 
under my arm I lost control. Just because a person is put to sleep 

n/hnllT^T f?"^ 1 ° f K e - The 8Ur ^°" P«sed my waif 
mg husband had him sign an additional consent form, and pro- 
ceeded with this surgery. My tumor measured only IV* centimeters 
and the malignancy had not spread. 

There was -no good medical reason for emergency surgery. Be- 
cause I had four children, ages eight and under, I was sent home 
early I returned to his office m a week to have my stitches re- 

EaA- k rem .°r V ^. r my last 8titch he '^PPed back and ex- 
claimed, It s beautiful. I wept. 

JJ Xi f !? e f home a- r w r eek ™n a friend, who is a nurse, came to 
visit. And she asked if I had had a radical. I replied, "Helen Mae, I 
had a mastectomy She then explained to me the various ways of 
removing a breast. When my husband came home I asked him if he 

SZl wuT r m ,°/ e e . han one Wfl y t0 remove a breast. And he 
said no. We both felt so ignorant. 

h,L fe i l l h - n a V d r I , feel npw ^ at 1 have * ot treated like a 

human being. I fee hurt and angry that this "noted" surgeon 
would put so much thought and pride into what he can d6 with his 
joule, with little or no empathy,, understanding, or consideration of 
the person he htis chosen to mutilate. I have .since learned that 
there are. approximately 16 types of breast cancer; and treatment 
alternatives may vary. I have just recently learned that frozen sec- 
tions are not always accurate. ' <~ , . 

Every woman's situation is unique and she is the only one who 
will have to live with that decision for the rest of her life. There is 
no^imp e single, solution. We must give the women of America 
the> right to make that choice. We must ensure them the right to 
understand what their alternatives are and what these alternatives 
mean. 1 he surgeon merely collects his fee and continues his busi- 
ness as usual. 

There are those who would say, "Just be happy you're alive." 
Ihat s>not the point. The point is the quality of my life would have 
been greatly improved if \ had been offered, and I would have ac- 
cepted, an alternative to this surgeon's treatment. J, 

I have three daughters. I am here today to ask your supponA 
guarantee them protection from ever having to suffer this iM- 
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mane and barbaric treatment. If just Qne unnecessary surgery is 
done a year. It's one to<Kmany> Unfortunately* I talked to at least 
one lady a month From my home in Richmond, v£ho has suffered 
through a radical mastectomy. If the doctors are /doing what they 
should be doing, they wpuld not fear this TbtU. / 

This concludes my statement and I would Hke/td now give you 
my husband's version and what effects my operation had on him.. 
There's a common misunderstanding that the mastectomy is only a v 
woman's problem. But it's a problem involving mfen too. The follow- 
ing is a letter prepared by my husband, and givpn to the Virginia 
lawmakers last December: ✓ 



To oil comrhittee members, 1 rogrot that 1 did not apeak at opening hearings. I 
chose to believe that my wife's snared experience and other similar experiences 
would ho sufficient to press the committee j n to immediate action r oqulring two step 
informed consent prior to any form of breast surgery. This does not seem to £e true 
so that I ask you to hoar my experience. 

In tho late fall of 1974 my wife, a very healthy SjUyear-olti, virus pregnant with our 
fourth child when a lump yens discovered in her left breast. Removal of the lump 
was to be scheduled soon after our son's birth, which occurred in January of 1975. 
My wjfo was referred to a noted Richmond jiirgeon for mis simple procedure. Nu- 
nftorous appointments for examinations werWpostponed because the doctor was in 
surgery. But all concern had been ajlovintod. We were assured of the commonness of 
the surgery, and at her age it would surely be benign. / 

1 ask the cotfimltteo to stop and think about this for a second. It took this doctor 
four months to find tho timo to see, examine, and admit my wife, and as you will 
hear later, ho deqfcnnded the biggest decision of my lifo/from mo In just a few sec- 
onds. M * / 

On April the 18th my wife was admitted to\>no of Richmond V finest hospitals. 1 
arrived onrly in the morning to see my wife before sut-gery. The, surgeon came into 
the room to reassure her *nd together the three of us ifode the elevator to the base- 
ment and tho operating room. On the way down the surgeon suggested a couple of 
times that I go to work and she'll return in about three hours. 
A By that time he said I should find my wife resting comfortably. I insisted on stay- 
ing and was told to wait in the lobby, fsat and waited/as the morning hours passed. 
At approximately 12:80, over tho noise of visiting hour traffic, I heard my name. I 
went to the receptionist desk and was told the surgeon wanted to speak to me. "Use 
thip one, M the receptionist said, handing me a phono slightly behind her, 1 was 
literally on my toes, leaning'across the desk* visitors on either side of me, asking for 
room numbers, as the doctor said, "I'm sorry, Mr. Ajlford, tjut the tumor is malig- 
nant. I need your permission to perform surgery." J ' 

Completely shocked, off guard, standing in the middle of a circus, I dimply said, 
"What choice do 1 have?" The terse return was, "I can return hor to her room. We 
don't have much time." My reply was, "What do I do?" Tho answer. "Cojne to the 
bottom of the' steps and someone will bring the form br vou to sign. 1 ' 

I did, a niiin totally ignorant of tho alternative surgeries, signed his wife over tb n 
surgeon to perform radical mastectomy. ■ ■ - I . 

The ending is n horror story for modern medicine.! Gone is a breast, lymph gland, 
pectoral muscles, chest wall, and over 200 stitches, for a lump 114 centimeters. Ana 
the patient never had a cholco of surgery or was evfcn allowed to really believe she 
had a problem. My wife now lives a life of pain, restricted physical activity, and a 
never ending search for an acceptable wardrobe. 

The impact on all the members of the family has been significant, and statistics 
say 'that tnis surgerv often destroys homes and people in them. The Medical Society 
of Virginia would like us to believe that this can't happen, and even if it possibly 
could, it would be by some accident in some* remote environment, not in the medical 
center^of Virginia, But it did happen, and happened hero. This is not the last and 
only time. " ( 

* This is in Richmond, an outstanding hospital 'This was by one of Vit^ginta's moat 
respected and emulate* surgopns. Who was 1 to question? I had provided the very 
best for my wife.' What law of. what drocedure protects my wife from my ignorance 
and grants hor control over her life? What procedute^ or law requires the surgeoh to 
properly inform my wife of her alternatives? Explaih to nte, Medical Socibty of Vir* 

§injin, how your literature laid out in a doctor's office, would have spared her this 
evastating treatment, . * 
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What thq low allowed me to do and the surgeon to perform uj unjust and inhu- 
mane. T Bit in shook when \ hm\r a Senator'* commentary on hifl all-mule committee 
»aying, "We don t need thla hill hecauno wo know what's best forewomen " 

A spokesman for the Tidewater Medical Society testified that this is a feminist 
isauo^ The gall. How many Virginia men have been physically destroyed by the sur> 
gerv? } J 

The Virginia Chapter of the American Cancer Society joins with the Medical Soci- 
ety ol Virginia to oppose this legislation, while knowing other states havo already 
deemed it necessary rfnd enacted protective legislation. I ask the members of the 
committee, how will you feel when the surgeon, after removal of your wife's stitch- 
es, stepped bock and says to your wife, "It's boautiftil"? This may be thought beauti- 
ful in medical torn*, but In human terms this statement Is incomprehensibly 

Wy great regret is the largo'numbep of wojnon who havo had equally horrible ex- 
periences, but will not testify. They call they talk, they spiritually support, but thoy 
hide lest anyone know what has happened to them. 

X would like to touch on what seems to be a key point in the Medical Society of 
Virginia s suggestion that literature and education, co-produced with the Cancer So- 
ciety, is a simple and easy solution, requiring no legislation. Thoy suggest, and I 
remain amazed at the Medical Society of Virginias attempt to paint a picture of all 
xis members as kindly, lovihg, family doctors, quietly counseling all their patients. 
My own experience showsA highly efficient business person, three rotating examin- 
ing rooms for speed and efficiency, desktop computers calculating the most profita- 
ble arfcns of the practice, and accountants with personal corporation tax laws to 
n»«!8t thorn financially. 

These doctors and surgeons .are a simple mix of people Uko the rest of us, subject 
to all the standard weaknesses of character, shortages of professional skill, lack of 
integrity. History has proven the need for laws to protect its citizens from the un- 
ethical, greedy, or incompetent, and tho women of Virginia deserve protection from 
this barbaric treatment 

The law 'today offers greater protection against muiilijwtion to tho mentally ill 
than it does to women with breast cancer. 

In conclusion, I would like to romind us all that no profession is above the law 
Every profession is subject to regulation, including the modicol profession, I woulpi 
like to suggest that this legislation and this committee could learn the truth b* re- 
quiring Vugmia hospitals to share their <Wyear history record of breast f /ancer 
surgery. We would probably learn two things. First, tho surgeons who iterform 
breast cancer surgery can be categorized by the typo of surgery they perform. 

Second, tho unfortunate womon who were referred to surgeons perf6riidng radical 
mastectomies had YOry little opportunity tp consider an alternative. / 

Thank you for vour time and T would ask that you act immediate!/ to enact two 
step consent legislation to protect womon of Virginia. / 

Mrs. AwonD. Thank you for listening. I havo' waited over 9 years 
to know that some one in Washington cares and is willing to ad- 
dress what ife happening to American women with breast cancer^ 
* Thank you. * 

fSee Appendix 1, p. 151 for additional material submitted by Mrs, 
AlfordJ - 

Mr. ^ppteR. Well, thank you very much, Mrs. Alford, for yoik 
very moving statement 

You will notice from the clock up there that we have received' 
notice of a vote on the floor. We will have to recess so we can run 
over and vote. We will be back in just a few minutes. 

[Brief recess.] 

Ms. Dakar. Senator Pepper is on his way but he has asked that 
* we begin, because of the crunch on everyone's time, So our next 
witness is someone who, like the other witnesses a?e, is absolutely 
excellent and the author of many find books on the subject, Rose 
Kushner, ■ . 
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STATEMENT OF ROSE KUSHNKIt 

\ Nfrs. Kushnkr. Congressman Pepper in Absentia, and distin- 

guished members of the committee, ladies and gentlemen, I am 
^ curtailing my personal remarks because, again, breast cancer is 
being cut, one way or another. Our time has been shortened. I will 
only say that, like Mrs. Alford, I discovered breast cancer in 1974, 
butlike Mrs. Spear, I was lucky enough to be a medical writer, and 
knew that there were alternatives to the radical mastectomy and 
that time' a modified mastectomy and a tworstage procure were 
just as hard to come by as a lumpectomy and radiatioii%re today. 
I am not going to speak any further personally, because of the 

• time. I will speak because I have become a professional breast 
cancer patient. I was appointed \n 1980 to be a member of the Na-r 
tional Cancer Advisory Board, and therefore I think I can bring to 
the subcommittee and everybody here some points Of view, both as 

/ a patient and as a member of the cancer establishment. 

/I'm delighted to be here because w^ women have been worried 
that AIDS is the onlv cancer that the Federal Government is con- 
cerned about. Now, AIDS is an entirely preventable cancer. So far 
it has attacked fewer than 5,000 Americans. But that's all we seem 
to be hearing about is AIDS. Thpre is no reason that there should 
be AIDS. There is ptill no known w&y to prevent breast cancer. 
And as we have heard, the disease is epidemic in the United States 
with 115,000 new cases in 1984. One of eleven women living today 
will get it in their lifetime. And 88,000 American women will die of 
it per year. 

While AIDS is a> quote, "new public health emergency," breast 
cancer has been killing women and men since the dawn of recorded 
medical history. Yet, since 1981 about $44 million hps been spent 
by various government agencies to solve the AIDS puzzle, about 
$ 1 1 »000 for each patient. 

The National Cancer Institute's breast cancer budget during that 
same interval, from 1982 to 1984, devoted a little more than 400 
research dollars for each of the 385,000 women who were diagnosed 
and treated for the disease during these 8 years. It comes to $137 
million at its greatest ' 
. While we certainly do not want to take anything away from 
AIDS research or from the victims of this mysterious and ffftal dis- 
ease, we do want breast cancer to get its fair share of funding* 
need mon^y to study the cause and prevention of breast cancer, 
aiui I have gone into great detail in my written testimony, 

But I want to point out here that according to the Health Insur- 
ance Association of America, we Americans spend $365 billion on 
personal health care in 1988, almost 11 percent of our gross nation- 
al product. The billion dollar budget q( the National Cancer Insti- 
tute is, therefore, only one-third of 1 percent of what we spent on 
personal health care in 1988. Now, how does breast cancer get its 
^ fair share of the research dollars? 

The first thing we've got to know is what does breast cancer cost 
this economy? To assure that research dollars are allocated in pro- 
portion to cancer's real cost, the Congress should mandate an in- 
vestigation to learn precisely how much money this devastating 
( disease is draining from our Nation's economy. This is especially 
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important for breast cancer because most women always have 
breast problems that may be symptoms of the disease and we spend 
a lot of time and money running to doctors and having expensive 
teats, to check what turns out to be harmless lumps and bumps. 

But the statistical time clock for 6ancer cost does not begin to 
tick until the disease is actually diagnosed. 

I would also like to ask that the Congress do something to re- 
store the National Cancer Institute's requested construction budget 
SO scientists can have modern and safe laboratories and equipment. 

Since 1980 the allowed construction budget for the NCI has been 
only $1 million a year. These few construction dollars are supposed 
to pay' for all buildings and fixed equipment required by all grant- 
supported activities in Bethesda, MD on the campus, as well as in 
the 59 cancer centers serving everyone in the country. 

It is difficult for scientists to work in cramped laboratories, 
equipped with antiquated apparatus, and many are unsafe. Since 
1980 the NCI's annual construction budget hasn't been large 
enough to improve its facilities to meet minimum EPA and DHHS 
safety standards. This subcommittee can do something about this 
situation because the National Cancer Act contains a provision 
giving the NCI a right to submit a bypass budget, directly to the 
President, so he can Know how 

Ms. Oakar. Would you explain a bypass budget, because I'm 
really concerned about the funding and our priorities. You men- 
tioned a billion dollars for die Cancer Institute. That is four times 
lees, more than foiir times less, than the cost overrun of one heli- 
copter project Just so the American people understand what we're 
talking about in terms of priorities. The cost overrun of one heli- 
copter project it was supposed td cost taxpayers $4 billion and it 
cost them $8.6 billion instead; in 1 year, it went up that much, and 
thats 4,6 times less.ar more, I should say, than what we give for 
cancer research. Are f| ready for that? 

I iust think the-American people ought to be outraged at our pri- 
orities in this Congress and by this administration. 

Mrs. Kushner. I think the way to correct the priorities is to get 
the numbers about the cost of cancer, and the cost specifically Tor 
this hearing, the cost of breast cancer, because the -dollars now are 
allocated according to various whims, let's put it that way, various 
.directions individuals think are the wdy to go, and not on the cost 
of a disease to the economy. 

Breast cancer costs a lot of money,- in addition to these early, de- 
tection costs. It's a chronic disease. Women have to be followed for 
the rest of their lives, and as we have all heard, so many of them 
are on medicare, and so the taxpayers must pay this expense. 

I don't think that anybody knows how much breast cancer costs 
the economy. If we have 115,000 woman a year and we estimate 
that a minimum of $2,000, just for primary treatment, we're talk- 
ing right Utore $230 million. I think my arithmetic is right. 

Now, thTbypass budget is a right that the National Cancer Insti- 
tute, that the Director has, together with the National Cancer Ad- 
visory Board, to instead Of sending the budget through channels, 
the NIH Director and then DHHS and then the Office of Manage- 
ment and Budget, we draft a budget to go directly to the President, 
and Congress has the right to see it,, but you must request it. 



. Ms. Oak ah I've got you. ; 

Mrs. Kushner. Parpon? / \ 

Ms. Oakar. I understand. ' ' / - 

* Mrs. KuShner. YouWgot the jmessage? * ■ 

Ms, Oakar. Yes. / \;\ 

Mrs. Kushner; OK. ; 
. Ms. Oakar. Thank you. ■"••«■ 

Mrs. Kusijnkr, Another point was to establish inexpensive pr, 
when necessary, free breast cance^ diagnostic centers^ to be spon- 
v sored by medicare* I think that frag been ad$qi^tely discussed here. 

Another issue that has not ^been discussed is that we have no 
Federal regulation over the usagcnof mediflal l'&friation, Except for 
the developing fetus, the breapt is the iriodt radio sensitive of any 
human tidsue. Mammography, therefore, should be done by equip- 
ment designed only for x raying breast$. But in .1980 more than 
two-thirds of all mammograms were done by general purpose ma- 
chines, the kind used for looking for broken bones. / 

The Center for Devices and Radiological Health,; formerly the. 
Bureau of Radiological Health, is a division of the^ood and Prjug 
Administration for responsibility over radiation ebuipm,enV The 
CCTiter does inspect xjray. equipment twice, first in the factory and 
then after the components are installed in the hospital, clinic, or 
private doctor's office/ 

It also offers free advice and assistance b^ a program called 
BENT best exposure nationwide trend. But everything is volun- 
tary, once the equipment is installed in a doctors office, It is lip to 
the States. * 

• In . 1978, I testified before a Senate hearing on the same subject, 
and I pointed out that at that time, as it is today, the bVfeer whose 
scales give us 14 ounces of bread instead of a fifll-pdjind is penal- 
ized, when ^he radiologist whose mammograph gives us overexpo- 
sure to A irradiation is not. It is outrageous that in the State of 
Maryland and in most States, the beautician who shampoos, cuts, 
and sets our hair Ynust pass difficult qualifying examinations and 
be licensed, when x-ray technicians are not required iq do so. 

In 1978, only five States, had licensure requirements. In 1984, 14 
States have licensure requirements. Ohio is not one of them, nor is 
Florida: \ . * 

In addition to these ideas for , legislative action, I would like to 
ask this subcommittee to help iis women* by urging the FDA's 
Bureau of Oncologic Drugs to be morfe flexible about approving 
agents , to fight breast cancer, when the surgery is riot enoUgh. 
While the FDA must ensure that medications are safe and effec- 
tive, no substance nqw available "ft>r fighting any cancer meets 
these criteria. I mention this because approval of a substance 
active against brea«tnpancer for certain women has been trapped in 
a bottleneck for several years, and I have planned to bring the 
matter up in detail at this hearing, and it is detailed in my written 
statement. \ ^ 

I have learned that approval of this substance for the treatment 
of early br<east> cancer may be .imminent 'and congressional action 
may not be necessary. But *new anticancer agents are always being , 
developed and Submitted to the FDA at various stages for. approval^ 
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und if it wishes to do so, thia subcommittee could be valuable to 

x clear up future bottlenecks. 

In conclusion, I want to point out that a decade ago it was un- 
thinkable that the NCI would spend millions of dollars to study a 
possible relationship between vitamins and minerals, and cancer. 
Today the chemo prevention branch is one of the Institutes newest 
and most exciting programs. 

Ten years ago even hintlng'that a high fat diet might play a role 
in the cause and cure of breast cancer was medical heresy. Today 
the NCI is supporting two multimillion dollar cHnical trials to 
prove or disprove ttys theory. And Dr. William B. Kohle, a scientist ' 
whose Kohte's toxins, not too long ago, were called quackery, is 

. now being hailed as a pioneer of the era of immune tWap? and 
biological response modifiers such as interferon. 

If the NCI had enough money to support innovative, relatively 
Jow-priority research according to our times, we might learn that 
bacteria, microbiotic diets, stress, grief, and other, quote, "unpro- 
ven methods' 1 are, indeed, related to the cause and cure of breast 
cancer. 

We must always remember that yesterday's quacktfry may be to- 
morrow's breakthrough. 
Thank you. 

(The prepared statement of Mrs. Kushner follows:] 

w 

TESTIMONY OF ftoSK KUSUNKR, EXECUTIVE DIRECTOR BftKAST CANCER ADVISORY 

Ckntkr, Kensington, MD 

Congressman Pepper, Distinguished Members of the Committor ladies and Gen- 
tlemen- My name is Host* Kushner, and I have been a medical writer longer than I 
want to admit publicly. In 1!>74, I was treated for breast cancer, and— after writing 
an article about my difficulties 'in finding state-of-the-art diagnosis and treatmont 
ten years ago— I was asked to write u book about breast cancer. I began the Breast . 
Cancer Advisory Center (BCAC) in 1975 to help women— and men— who needed in- . 
formation about all aspects of this disease. t£ 

From .1975 until 1982, the BCAC had a ."hotline" as well' as a mail service, and its 
telephone number and address received a great deal of publicity. As a result, during 
the past nine years, I have been contacted by about 20,000 women, and men, who 
either had. or were worried about having, brpat cancer. 

/mV.K 8 . tt Pe? inted t0 a six-year term as to the National Cancer Advisory Boa'rd ♦ 
(NCAB) by Piyident Jimmy Carter in 1980, and since (hen, I have had the unique 
experience of being part of the so-called "cancer establishment," while— at the same 
time I still hear from worried people who wonder why there is still no vaccine to 
prevent breast cancer ok any way to cure this disease. 

Before beginning, I would like to omptasize that I am testifying before this Sub- 
committee as an individual and not as a Representative of the NCAB: my opinions 
are my own and do not reflect those of the Board or of the National Cancer Insti- 
tute (NU) However, I will be giving the subcommittee some- information I would 
not know if I did not have the opportunity to be an, "insldtor" several times each 
year. None.of this information is confiddntial or secret: it is simply not generally 
known For example, there is an annual "bypass budget" that the NCI submits di- 
rectly to the President, but few people are aware of this direct-linfc between the In- 
stitute and the Oval Office. 

Most of my testimony, however, will be based on my exjUriences as a breast- 
cancer patient. And< speaking for women «who are living with this disease, I want to 
congratulate this Subcommittee for conducting this hearing. As far as I can recall, 
the last Congressional inquiry Into breast cancer took place on May 4, 197(> under 
the sponsorship of the Senate Subcommittee on Health of the Committee on Labor v 
and Public Welfare. " 

A great' deai has happened since then, and much more could be done now because 
ol the knowledge scientists have* accumulated during the past twelve years: the 
identification of oncogenes, a technique for growing monoclonal antibodies to be at- 
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tractod to cancer colls, tho w^y cnncor spreads . .. . the NCI's 1985 research agenda 
Is itemized in an attached booklet, "Tho National Cancor Program.*' 

This hearing has also boon encouraging, because ninny of us wero beginning to 
believe that AIDS— an almost entirely preventable disonse that hoe. so fur, attacked 
fowor than 6,000 Americans— is tho only cancor tho Federal government is con- 
corned about. Thore isfetill no known ww to provont breast cancor, and tho disease 
is now epidemic in tho United States: 116,000 now cases are expected in 1084; about 
one of uvery l) women living today will develop breast cancer in her lifetime. In 
1984, about 38,000 women will die of it 
v While the AIDS mystery taunts scientific detectives as a "new" public health 
emergency, breast cancer nhs boon killing women, and pien, since the dawn of re- 
corded medical history. Yet, since 1981, about $44 million has bo$n spont by various 
government agencies to solve the AIDS puazlo— flbout $11,000 for oach known pa- 
tient. Tho NCI's total bronst-oancer budget for 1982, 1983 and 1984 was about $188 
million. But since an estimated 835,000 women will have been diagnosed and treat- 
ed during these three years, this means about 400 breast-cancer research dollars 
were devoted to each new patient. 

Wo certainly do not want to take anything away from AIDS research or from the 
victims of this mysterious, fatal diasoase, but wo do want breast cancer to get its 
fair share of funding too. *So more money for research is at the top of the list As I 
said in fhy verbal testimony, I do not think the National Cancer. Institute's 1985 
budget of $1.1 billion are many dollars for our rich nation to invest* to wipe out a 
disease that causes the deaths of 480,000 Americans every year, According to James 
L. MooreHeld, President of the Health Insurance Association of America, wo spent 
$356*billkm on personal health care in 1983— almdst ll*fc of the U.S. gross national 
product. * 

Therefore, the billion-dollar budget of tho entire National Cancer Institute ac- 
counted for only one-third of one percont of* this huge sum of healthcare expendi- 
tures. The 191JJ] research budget (or breast cancer was about $47 million, a mlnlscule 
fraction of one percent of the $38isbillion spent for personal noalth care that year! 

Earlier, I suggested that $400/b^tient seems to be too Httlo money for breasU 
cancer research. But this may nrf be true. No one knows how much humoy should 
be spent or> any cancer, because Jo ohq has ever measured the actual dollar costs of 
malignant olloasos to tho U.S./iconomy. In ordor to calculate How many dollars 
should be allocated to breast-cancfer research, its direct and indirect costs— including 
mon<?y and time spent seeing doctors for examinations and oxpehsivo tests far symp- 
roms that are not due to cancers-must be counted. And what about cuts in pay, 
babysitters, gasoline and parkinjnTeos? Should a patient's husband add his expenses 
nncTlost time to the country's annual breast-cancer bill? 

Ai^or tho disease is treated, "cured" Women face a lifetime of followup examina- 
tions and tests to see if tHo cancer has recurred. Again — time lost from work, baby- 
sitters, gasoline and parking fees. *These are as much a part ofi the cost of breasj; 
cancar as the doctor's bill. Yet thoy are ifiot included in nue late*( report from the 
National Center for Health Statistics. / 
$ A And, as Dr. William E. Powers stated in his lotter (attached), breast cancer is es- 
pecially expensive to society. About twenty percent of all new patients are under 
the age of 50, when their contributions to t\\oir families and the economy are at 
their peak. But in the eighty percent of women who are older than 50, breast cancor 
ifi a relatively slow-grpwing, chronic disease. Women can suffer, from breast cancer 
for decades, draining thoir personal and family resources — and those of Medicaid 
and Medicare— for examinations, treatments, rehabilitation, continuing care and 
hospice. . * 

Until all costs of having breast cancGr are computed, the NCI cannot know how* to 
distribute its research dollars proportionate to the money tnis devastating disease 
drains from our nation's economy. This is why I have suggested that this subcom- 
mittee mandate a thorough investigation of -both the annual direct and. indirect 
costs of breast cancer, mcluditt|f the money spent for the diagnosis of a benign dis- 
ease. 

Such a study should be done to learn tho Veal costs of all cancers. 

There is another obstacle that has to be ovorcome before we can decide what to 
spend money for in breast-cancer research; the toUri construction budget of the Na- 
tional Cancer Institute has been $1 million per year since 1980. These few construc- 
tion dollars are supposed to pay for buildings qnd fixed equipment required by all 
gnmt-supported activities on the 'campus 1 ' lit 0ethoeda, Maryland, as well as in the 
1)9 free-standing cancer centers caring for Americana throughout the United States. 

This Subcommittee will be hearlhg about the need for intensified reaeartrh to in- 
vestigate exciting, new leads; you will hear requests that nontraditionnl approaches 
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tb prevention and therapy bo studied. Ibut no rosoarch can be don© in crumped, 
dingy labofstorios with antiquated oquipmont. 

Although n survey conducted in 1978 showed that $25 'million was needed for each 
of tho following fiv$ years to correct this problem, the NCI's 'annual construction 
budget, since 1980, has not been large enough to improve its facility to meet mini- 
mum EPA and DHHS safoty ataridardsl 

Now. thanks to contributions from Or Armand Hammer, Chairhjan of the Presi- 
dent's Cancer Panel, and the American Cancer Society, the NCl v ha4 $150,000 for an 
independogt survey of buildings and equipment needs It is expected that this study 
will show that in 1985 doUarB..$60 million annually will be requiFtd for tho noxtr 
five years. Will the government ignore recommendations from t\$ survey as they - 
did. in 1978? 

yhis does not hayo to happen. The Congress haw the authority to prevent a rejtoat 
of 1971$. In tho National Cancer Act, there is a provision which gives the NCI me 
right to submit a "bypass budget" directly to tho President. This was includod in 
the law so the Administration would know how much money the NCI really needs 
to carry out its Congressional mandate. While all members of Congress have the 
right to see this document, you do not got it ynloss ypu specifically ask for a copy! 

In the FY 19H4 by pass budget, the NCl-^-with unanimous support from tho Na- 
tional Cancer Advisory Board — requested $20 million for construction,. Yet for the 
fifth consecutive year, this was again slashed to $1 million. I hope all members of 
this subcommittee will follow through and help solve this dilemma. 

l*ot us "assume that a cost analysis does ftfOw breast-cancer research to be greatly 
underfunded and that facilities are flrst-raUL What coujd the added money bo used 
for to help us'* * 

Without any hesitation, I would ask for research to develop a vaccine. 

Scientists have known of a virus that causes brepst cancer in mice* the MuMTV 
or murine mammary tumor virus, since 1986, But a subsequent search for a human 
virus led nowhere no screen for high^isk women, no way to detect the disease 
early, no vaccination, or antibiotics. The reason, I have been told, is that the millions 
of dollars sprint convinced scientist^ that hum/xn breast cancer is not caused by a 
virus- Yet in 1974, d "particle" in the mi\k of a patient, a "particle" that appeared 
to be identical to the MuMTV when analyzed by sophisticated equipment, was dis- 
covered What happened to this research? Ten years ago, ^scientists did not have 
today's technology to search for a human mammary lum6r virus. I would urge the 
NCI tOTopoat the experiments done decades ago with the space-age apparatus avail- V 
able in 1981 

The NCI could also spend money on research I know many members of this Sub- 
committee find important: the possible role of bacteria in causing breast cancer; tl>e 
effectiveness of macrobiotic and other anti-cancer* diets; megavitamins; alternative * 
therapies, like immunology; arid various stress-reducing, relaxation techniques. 
After discussing those with several NCI program directors, I believe these would be 
studied if the budget ware not already stretched taut so that higher-priority re- 
search can be done. * ■ * 
, hi addition to these, there are more traditional and conventional areas that need 
to be investigated I have already mentioned a possible vaccine based on tho murine 
ina mi wary tumor virus; there are others. 

CAUSK AND PREVENTION £ 

ilv 1 hnve beenHoJd that' nothing is known about the biology of the normal breast. * 
Without this knowledge, it is impossible to know why some women are tit high-risk 
when others are not: tlh "risk factors" known now aid baaed on epidemiological - 
studies of various populations. Unless scientists know more about healthy breasts, 
they cannot understand why their cells go berserk and become malignant— or, for s 
that matter, develop into a benign disease. ' ■. 

(2) It has been estimated that about five percent of all breast cpneors are 'heredi- 
tary, and there are scientists trying to identify a spocific breast pj&cogene. Once this 
is done, restriction enzyme^ gene-splicihg and other technolo^i^m traces of in mo- 
lecular engineering may make it posaiole to remove or "dofusVVthls/oncogene and 
prevent almost n\O0O breast cancers annually. " - . 

CA) An accepted low-risk factor is giving birth, to a first child before ihe age of 20; 
an accepted high-risk factor is giving birth to a first child flfter the age of 30. Unless 
there is a scientific breakthrough, we in the United States can expect breast cancer 
to erupt as a national emergency in ten or fifteen years. 

Why? , - 
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3mcyfU76 t iho number of women waiting to begin their families until they aro 
30-35 years old has doubled, and tho trend is continuing to grow. Scientists must 
find a safe way to simulate tho protective effects of early pregnancy on the breasts 
to avoid an epidemic among tens of thousands of oUler, flm-timo mothers. 

U) Recent surveys from NCI's cancer registries have shown that black women 
have poorer prognoses than their white sisters have. While this was once attributed 
to later dtognoeU, more advanced disease and poorer care, it is now known that this 
is not so. Even when black and white women are matched by age» stago of disease at 
diagnosis and treatmont, black women are moro likely to die of breast cancer at an 
earlier ago. Research in this area is imperative. 

(5) The hypothalamus of the brain i$ the seat of emotion. It is also tho part of the 
brain that triggers the secretion of LhD many hormones that are suspected o( being 
involved in the cause of breast cancer. Not long ago* it was impossible to measure 
the quantity of these hormones in blood or urine, but now technology is available to 
actually weigh or count substances known to be associated with stress, angor, grief, 
etc Dollars spent for research in this area might help prevent tho disOascNfrom de- 
veloping—or even cure it. 

(6) There are data showing that "chronobiolofry 1 ' may play an Important role in 
improving the effectiveness of anti-cancer thorapios. Most therapies act against a 
cancer cell when it is "twinning/' when its DNA separates to form two daughter 
cells Unfortunately, healthy cells that arfc twinning at the same time also suffer, 
apd this is why radiation and chomothorapy may. have toxic side-effocts. Chronobio- 
logical research phased on the hypothesis that our physical processes—except for 
cancer calls' groy^h— slow down when wo are asleep, 'suggesting that thortfpios 
should be less harmful to healthy cells if they were given noctumally. 

(7) Finally > I must refwnt that w«\ desperately need a vaccine to protect us. Like 
the cowpox inoculation that prevented human smallpox, the MuMTV may become a 
safe vaccination. - 



(1) While NASA scientists can see what is happening on the moon, doctors have 
no way of knowing if.a lump in a woman's breast is benign or malignant. Yot find- 
ing a tumor early is, the only way we women can, at least, prevent death from the 
disease. Doctors ore also .Unable to know if a woman's underarm (axillary) lymph 
nodes contain ^ancer cells without cutting them out and looking at the tissue under 
a microscope. , 

Early detection of a metastasis— spread of breast-cancer cells to another organ-3s 
.rarely discussed, but it is vtyal to diagnose and treat such a secondary tumor early. 
But m almost all cases where the disease has spread, the metastasis is not found 
until the secondary tumor is large enough to cause symptoms. Diagnosing a breast 
cancer when it is only a cluster of a few cells, identifying malignant ly-mph nodes 
withdut surgery and finding metastases when they are small enough to be destroyed 
should be possible today. 

One method may involve the use of monoclonal antibodios; another may be identi- 
fying molecules of cancer-associated subslances— "markers"— in blood and urine 
that may be signs that there is cancer growing somewhere in the body. Research is 
needed, ^ 14 

(2) Until this research has proven to b^Succeesftd, X-raying the breast— mammo« 
graphy— is tho most reliable oarly-dotection tool available. In 1977, a panel of e$* 
nprts, convened by the National Institutes of Health* recommended annual X-n$ 
breast-screening examinations by mammography for all women older than age 50. 
In spite of this NIH recommendation, Medicare will hot pay for such annual diag- 
nostic examinations: the expense of X-raying the millions of women over 65 is the 
reason J)r Philip Strax, a radiologist who is present at this hearing, has found a 
way to take four views of a woman's breasts for ^5. By using, his coat-effdtive 
methods, a Medicare-sponsored, early detection pfograhxshould be possible. 

(3) Kxdept for a developing fetus, the breast is the most, radiosensitive of any 
human tissue. Mammography, therefore, should be done by equipment designed 
only for X-raying breasts. Yet in 1980, more than two-thirds of afl mammograms 
were done by "general purpose'! machines, the kind used to look forirokan bones. 

The Center for Devicos and Radiological Health— formerly, the Bureau of Radio- 
logicahHealth— t* the federal agency resixmsible for radiation equipment. It does in- 
spect X-ray equipment twice: first, in the factory and then after the components are 
installednn a hospital, clinic or private doctor's office. It also offers free advice and 
assistance via a program acronymed BENT (Breast Exposure, Nationwide Trends), 
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but involvument with BENT is voluntary. The fedorul government hue no regulato- 
ry authority over the usage of ionizing radiation equipment, 

InsteuU* state governments are supposod to monitor the quality and condition of 
> the equipment, the film, chemicals, certification of technicians, etc. Meet suites' ra- 
diatton-cojntro! offices are understaffed and underfunded; checking mammography 
equipment is often at the bottom of their^ lists or things to do. At a 1978 Senate 
hearing 1 also asked for federul regulation of diagnostic radiology, a,nd what 1 said 
thon still applies today: 

"U is outragoous that the baker whose scales gives us U ounces of bread instead 
of a fall pound is penalized whon the radiologist whose marnmograph gives tis over- 
exposure to irradiation is not. It is. outrageous that the beautician who shampoos, 
cuts and sets our hair must pass difficult qualifying examinations and be licensed 
whon X-ray technicians are not required to do so. ' 

Except for the fact that 14 states and Puerto Rico now require X-ray technicians 
to be licensed, we, the people, are no better off in 1984 than we were six years ago 
Our "watchdog" qyer radiation needs some teeth, so our breasts have as much pro- 
tection as our oread has 



In Bpite of all the hopeftU oarly-detection methods 1 mentioned oarlier, the present 
state-of-the-art is that a biopsy— removal of. tissue for a microscopic study— is trio 
only way to malte a reliable diagnosis of breast cancer. In June, 1J>79, an NflH inter- 
national Pane>/5f breast-cancer experts recommended that the diagnostic biopsy be 
Hoparatod from furthor treatment to give women enough time to itet second opinions 
about the diagnosis, alternatives to mastectomy and— most of all*— to adjust to tl\fl 
knowledge that they have breast cancer. 

While this "two-stage" procedure has been adopted In many parts of our country, 
thousands of women in the -United States are stilf required to sign a form giving the 
surgtHm permission, before the biopsy, to do a mastectomy if a quick study of a 
fror-en sliver of the tumor shows cancer cells. They then wake ud to discover that 
their breasts' were amputated while they wero unconscious. In addition to the un- 
necessary psychological pain this causos, a biopsy using -(Vill operating-room regalia 
is much more expensive thon ono performed as an out-patient with either local or 
general anesthesia By discouraging this barbaric practice, Medicare would also 
reduce its spiralling costs. 



NIH punel^also recommended that tho Halsted radical mastectomy— the/>peration 
in which a ^woman's chest (or ^pectoral) muscles are removed— no longer bo the 
standard primary treatment for all cases of breast dancer in the United States. In 
spite of this, a li)82 American College of Surgeon's survey of 767 hospitals showed 
that 3.4 percent of 198 Is estimated 110,000 cases— more than 3,500 women— were 
victimized by Halstod radical mastectomies. Since then, some states havTTtinacted 
legislation to prevent the railroading of women into extensive surgical procedures. 
Medicare could help thoeo older than 05 to avoid the Halsted radical by not reim- 
bursing surgeoris who remove the muscles unnecessarily. 

ft) Another important issue in the treatment of breast cancer involves swift ap- 
proval by the Food & Drug Administraton OFDA) of effective substances to fight the 
disease, when surgery Is not enough While the FDA must ensure that drugs are 
both safe and effective there should be some flexibility where anti-cancer Agents 
are involved. FDA approval of a non-toxic anti-estrogen (tamoxifen) for certain 
women found to have malignant axillary lumph nodes has been trapped in a bottle- 
neck for several voars, and I hope this subcommittee will look into this important 
matter. When FDA. approval is "signed off," the label on tamoxifen will indicate 
thdt it is useful for the treatment of early breast cancer as well as for advanced 
disease. 

1 would liktf to conclude by pointing out that a decade ago,£ft was unthinkable 
♦ that the NCI sp^nd millions of dollars to see if vitamins and minerals could prevent 
cancer The Chemopreventjon Brunch, however, is now one of the Institutes newest 
,and most exciting programs. Ten years ago. even hinting that a low-fat diet might 
prevent breast cancer was heresy; today, the NIC is supporting two multimillion- 
dol lor trials to prove— or disprove— this> theory. 

And Dr.» Y/illinm B. Coley— a distinguished scientist whose "Coley's toxins" were, 
pot too long ago, considered quackery— is now hailed as a pionev of a new era of 
immune therapy using Biological Response Modifiers such as interferon. 
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If tho NCI hud enough money to support Innovative, relatively tow-pHdrlty ro- 
search, wo might Umrn that macrobiotic diet*, strosa, grfof and poojonallty dk> have 
somotning Xo do with tho causo or cure of brcoat eoncor. Wo must always romombor 
that yoatordoy s quackory could wo!) bo tomorrow's breakthrough. 

SUMMARY Of SUBCOMMITTEE ACTIONS 8UOO^TKD 

\U) Mandate a thorough investigation of both tho annual direct and indirect cost* 
of breast cancer, including all money spont to rule out tho presence of djeoaso. 

(2) Request tho NCJ's annual bypass budgets and see to U that enough monoy \n 
tl| % ro fe" tot ?r V* M8Urc » clontl8i « modern and safb laboratories and equipment. 

(8) Establish inejeponpive— or, \^hon Necessary, free— britost-ecroonlng centers 
sponsored bv Medicare. . 

(4) Draft legislation giving the fedornl government the right and responsibility to 
regulate all aspects of usage of medical radiation. 

(5) Require Medicare to offer incentives (anff disincentives) to encourage surgeons 
to do a two-stag*, biopsy flrst/treatmont later procedure; require that Medicare de- 
velop and< distribute educational materials for newly diagnosed brqast-cancer pa- 
tients s(> thoy may learn about BU*to^the-ujrt alternatives to mastectomy, nlonsr 
with their advantage and disadvantages. 

BAR AST CANCER STATISTICS IN THE UNITED 8TATK8 

. a . Breast cancer is all women's most dread dlsoaflo. » 
About 115.000 new coses of breast cancer are expected in 
One of every U U.S. women will develop the disease. 

Abdul 1^)0,000 women annually see a health professional about a breast prob- 
lem. - 

Nine of evorr ten broast-cancer ,, 8ymptom8 ,, are benign. 

More than 400.000 women annually need surgical biopsies to be sure of the diag- . 

IIOSIS. 

About .1,000,000 wpmon alivo in the Unttod State?, in 1984. have Boon or arc bointr 
treated for breast cancer. 

Broaat cancer incidenco peaks between the ages of 44 and 55, but it has been in- 
crensinR in womon undor 85 since 1974. A woman's risk ri&es with ago. 

Giving birth to ajlrst child after the age of 30,olofates risk. 

As explained in Alternatives, breast cancer is a llisease of affluence.", primarily 
attacking urban, upper-income women. 1 

The highest-risk areas are: the East and West Coaste. especially the Northeast; 
the regions bordoring the Great Lakes and retiremonfcommunlties in Sunbelt 
states. , . ' 

^ In most countries, Jewish women of Europonn ancestry (Ashlconazic) have higher 
incidences than other populations. * ' V > 

Ms. Oakar. Thank you. The Senator has fokift tne if I would just 
Jead into one or two quick questions for all bf you./ 

I was struck by your last statement. In ofeef wortta, there are 
some new ideas, diet being one of them> not that it\i a cure, but 
that it certainly could b^p a major help, » . 

I just -want to ask one- question and anyone can anfcw,©*- it, be- 
cause of our time restraints Iovant to perhaps ask you more ques- 
tions-fw the record, in writing, . * ( 

What would you like to see happen? Whafr do you considerable 
major breakthrough? Does anybody have any ideas on this? What 
would he the major breakthrough fpr you? 

Mrs. Kushner. A vaccine. 

Ms. Oakar. Do you think it's pna«rtiT 

Mrs. Kushner. Sa^. We have had a malnmtoi^raor virus dis- 
covered since 1986, discovered by Dr. Bittner in MnXnesota. H was 
very exciting at one time and the research was drojfced because I 
understand scientists say no virus causes cancer* Bik they didn't 
havti the equipment an£ knowledge we haye Vw.aDotkoncogehes. 
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il's ridiculous not to go redo those experiments. The v scikntistfe 
are not being funded to look for a vaccine. J . * 

Ms. Oakar. So you think it's within our reach? 

Mrs. Kushner, I certainly 6/0: m 

Ms. Oakar. Rose* this isn't just to promote you, but you probably\ 
know as much about this disease as anybody I know of, and all of\ 
you collectively are just fantastic. 

What's the name of your books? 

Mrs. Kushnkr. The first one yras called Breast Cancer 
sonal History and Investigative Report." The second Mo were 
called "Why Me?" and the last one is "Alternatives and IjJew De- 
velopments in the War on Breast Cancer." | 

Ms. Oakar. Anyone can take this. What one piece o)f advice 
would you give anyone at all, to an American woman Vvho was 
fearful of this disease? Janet, did you want to answer that? 

Mrs. Nixon. Rose has a booklet which we published for NCI And 
we use it in our support group. It's called, u Have You Ever 
Thought About Breast Cancer?" and I do believe that every woman 
sTOuld. Whether they're afraid of breast cancer or not. This affects 
a lot of women. They need to read it and as she suggests, put it in 
a drawer and hope you never have to use it. But it^H's there, it's 
theJe. , ^ 

I think women should try to be. informed. We are no longer 
living in an age where information is not available. But first you 
have to know that there's information out there to seek. \ 

Women— no one—by the way, if you wish to obtain a copy of, this 
booklet, it's free. 

Ms, Dakar. Where do you get it? « 

Mrs. Nixon. From the 1-800-4 CANCER number from NCI. 

Ms. Oakar. So, there's a hotline? <' 

Mrs. Nixon* There's an 800 number, 1-800-4 CANCERT~ " 

Ms. Oakar. OK. V \ < 

Mrs. Nixon. I also want to say to Rose, she has heljgfc^ountl^ 
women. Countless women. She does not know how shfcnas touchWdv 
our lives, pll of us, at some point. 

But anyway, the information is in her book. The information is 
in her literature. There are other books. Penny Weisbad, She has 
some excellent information. 

But women who mjnot wish to speak the|ferord "cancer" from 
their mouth, we cdnhdl do that anymore. We nave to know thfct we 
are victims of breast tancer, 1 in 11, We must be informed. And 
the time to be infoijfned is not when you're devastated AVith a diag- 
nosis. You need some bAsic information before, ' 

Ms. Oakar. So ^pmdn should ask a lot of questions of their doc- 
tors. J / 

Mrs. Nixon. Th4's fight. ?\ ' 

Ms. Oakar. And if/they¥e not satisfied;, as Mrs. Spear did, you r 
shopped around and /you really studied itiYou shouldn't, I guedSjf 
have to do that, put/in this age when thfere are so many opinions;' 

'frvp to do that. It's not something to be afraid of/, 
l/ people should reach ofit for. Am I pretty right^ 
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♦kSS £ ^ C ? 1 roi y , >t 1 Wa8 , ve ry struck by your testimony. I 
In,?! I Wer ^ a11 reo i^ *° erhpatKize with your situation 

^Wr^?»Jf ^^W^V r ot & r woma »> that's wha 
klw EJjSiij 0 Y U Krf W at *<>^ on «he Federal level. As you 
know, I m introducing that legislation today. 

UnH 5jJ ♦ ^wouMyau personally having gone through that 
kind of devastation, what a^Nee.would you give to women? 

Mrs. Alfo«d Well, I thtaPSS^ond iopiSion is vJJyXpo'rtant 
getting a second opinion. I thinktl doctors need to be I informed' 
root*©. 

Ms. Oak^jr. The doctors need to be more informed? 

„kS The d 8 c ^ rs - Sometimes I think we know more 

about what's-going on than they do. ^ 

' k «e ° AKAR * ^ 1 ^ k tnatWon that note, we're going to 
hear from some doctors now. 

? U °l y0U - 1 think H was J U9t terri «c- And the 
^nator would like to ask some questions. 

ot J7 r ™ ? P i? R ; r Mrs - Kushner, I am sorry I missed most of your 
statement, but I read most of your written statement here. 

W^"^' 8 th ° r0Ugh * the 

Mrs. Kushner. Yes, I do, indeed. I think that all cancers should 
bo investigated, especially-now, the Center for Health Statistics 

«n?K a v f ar L Wel i' ^at s preposterous, because it does 
not include all the checkups to see if you have it or not. Now, how 

EffSL en , rUn i t0 t t e doctor every mott th, every 8 months; 
n^i^| k f nly a ^ ut n breast cancer," Men can talk about their 
prostates but women talk about their breasts. 

l»™T„ ma ^nT men nm t0 ' the doctors every time they have a" 

WhL -iS * VL $ 2 J0, and that doesn't go into the cancer cause? 
Wh^ £ U h thelr uf ,aby8itte T s? What about time lost from work? 
vSSL i2 traveltime . gasoline, parking fees? That does not count 

cancel there" is" 0 ^ 80me * multl P ,ied for every other 

m^^?v^fn W nP 0n the P remisa *J*at cancer is costing this econo- 
my only $10 billion a year, and you're never going to get any more 
money for the cancer budget. v - * J * 

rJ*!' PEPP !u- P° yoU think we 8hould earmark some of. the money 
for cancer that goes to the National Cancer Institute, for breast 
cancer detection and treatment? 
Mrs. Alford. Yes, 

Mrs. Kushner. Well, I think in general the lirle iteming or ear- 
marking on a congressional level, should not be necessary and I 
would like to think that simply a strong expression of interest and 

t I do not like line iteming. I think-I'd like to think that the NCI 
is run by responsible people who will listen to me. 
Q / lr ; F* VP *t Is any part of the cancer program that we're talking 
about here this morning^fcluded within medicare? 
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Mrs. Kushner. Pardon? 

Mr. Pepper. In medicare, i» what we are talking about, the right 
of a woman to go to a doctor and get preliminary tests and--~r~ 

Mrs. Kushner. No, no, unless it is cancer. If it is canqer,^en it 
will be covered. ™ 

Mr. Pepper. It's not covered by medicare? 

Mrs. Kushner. No, if it's not cancer, If she goes in with a lump 
and it's benign, then it's not covered. 
Mrs. Nixon. That's right. 

Mr. Pepper. That's what our bill, Ms. Oakor's and my bill, at^ 
tempts to achieve. 
Mrs. Nixon. Right. 

Mrs. Kushner. Yes, indeed. I congratulate you on it. 

Mr. Pepper. The other incidental costs also should be covered 
some way or another, but the first thing is to structure tilings so 
that women can feel free to go to a competent person and get a 
checktip, repeatedly, to try to detect the beginning of a cancer 
before it<gets too setious. 

Mrs. Kushner. Well, certainly, women under medicare \ure all 
- over 65, 

Mr. Pepper. What about the operation? That's not covered by 
medicare either, is it? - x 

Mrs. Kushner* I beg your pardon? X 
• Mr. Pepper. The operation, 

Mrs. Nixon. Mastectomy, . 

Mrs. Kushner. If a sytaptom is found, I do believe that medicare 
will cover it, even if it s benign. They will call it a benign disease. « 
Ms. Oakar. Eighty percent, Mr. Chairman., 
Mr. Pepper, Well, that comes under part B. 
Mrs. Kushner. The Federal Government— r— 
Mr. Pepper. Hospitalization. 

Mrs. Kushner. The two pieces of legislation you have raised, t I 
think, are the best ways to protect women in general, and in, specif- 
ically, women over the ace of 66, who, according to a 1977 recom- 
mendation from the NIH, should be mammographed every year. 
Well, I think the mammography sholild^e regulated. But for 
women 65 not to have their screening paijjffor in this country is 
preposterous. 

Mrs. Nixon. Right. . ♦ 

Mr. Pepper. Maybe we should just try to provide that the detec- 
on and treatment of cancer, including breast cancer, shall be in- 
cluded within the services provided by medicare? 

Mrs. Kushner. I certainly agree with yon and I think that, as 
I've said earlier, men's prostates deserve as much protection or as 
little protection as women's breasts, whichever way you want to 
look at it. 

Mr. Pepper. Itfs a little bit off the immediate line that we are 
following here today, but we are very much concerned about the 
establishment of a medical care system in this country under 
which every man, woman, and child, by at least paying what they 
are able to pay, may be able to get the medical care that they 
should have. It doesn't look like its npliticaUy, possible to get na- 
tional health insurance. Our subcommittee is pushing a bill to have 
them be allowed to use HMO's and we also have a bill to authorize 
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hospitals to become HMO's so as to enter Into a contract with med- 
icare for the performance of medical services. I'm gratified to learn 
that many insurance c6mpanies now are becoming HMO's. Do you 
think this would t>e an appropriate way to be consistent with 
American principles and ideate and everything, if we can establish 
some sort of a national medical program for all the people? 
x Mrs. Kushner. I think that we have to start with, what we've 
got, which is medicare. Medicare is a national HMO for people over 
65 and I think chat the third p&rty carriers in the private sector 
will emulate it, for example, with the diagnostic related groups for 
cosl containment. I think that whatever you do for medicare will 
affect the whole population. 

Mr. Pepper. You all have testified that a good many of the 
women who are victims of this cancer are below 65. 
Mrs. Kushner. Yes. 

Mr. Peppkr« They are even in their fifties and all. 
j Mrs. Kushner. I think Dr. Philip Strax will address that ques- 
tion, if he ever gets a chance? to get to this table. 
Ms. Oakar. OK. 

Mr. Pkpper, Thank you all yery much. May I join you, Ms. 
Dakar, in the warmest commendation of all of you ladies for your 
excellent statement this morning? 

Mr. Andrew^. ^ 

Mr. Andrews. No questions, thank you. 

Ms. Oakar. Thank you all very, very much and one thing you 
have communicated loud and clear is that there has to be* better 
commimication between the doctor and the patient. And then the 
breakthroughs and all the other fine things. 

- Thanks & million. You're just outstanding. 

Our next witnesses are a panel of doctors, Dr. Ernst Wyndei, 
who is president of the American Health Foundation of New York 
Gity; Dr. Barbara Threatt, who is with the Institute of Social Re- 
search and Michigan Cancer Foundation, of the University of 
Michigan; Dr. Charles Hubay, who is the professor of surgery, Case 
Western Reserve School of Medicine, I'm proud to say of Cleveland* 
OH; and Dr. George Crile, Jr., emeritus clinician of the renowned 
Cleveland Cljinic, also of Cleveland, and we're delighted to have you 
gentlemen and ladies here. We v d be happy to hear from you,. Dr. 

\ Wynder, first, I believe it is. You are first on the ticket, 

^TANEL TWO: CONSISTING OF ERNST L. WYNDER, M.D., PRESIDENT, 
AMERICAN HEALTH FOUNDATION, NtiW YORK: NY; GEORGE 
CRILE, JR., M.D.. 13MERITUS CLINIfiA CLEVELAND CLINIC, 
CLEVELAND, OH; BARBARA THJtfl RMJ)., INSTITUTE OF 
SOCIAL RESEARCH AND MICHIGAN^^Pm FOUNDATION, UNI- 
VERSITY OF MICHIGAN, ANN ARBTPIFmI; CHARLES HUBAY, 
Mb., PROFESSOR OF SURGERY, CASE WESTERN RESERVE 
SCHOOL OF MEDICINE, CLEVELAND, OH 

STATEMENT. OF ERNST L. WYNDER, M D. . 

Dr. Wynder. Thank you very much. Mr. Pepper, Ms. Oakar, Mr. 
Andrews, it's a great privilege to appear before this committee. As 
, you may know, I've been involved in the study of cancer epidemiol- 
ogy for some three decades, first at Sloan Kettering Memorial and 



ERLC 



B5 



\1% 



62 

the last 14 years at tho American Health Foundation,- and if 
o there a one thing I've learned, it's that cancer is not an inevitable 
*- consequence of aging. In^other words, most cancers have identifia- 
ble causes. 

I'm in agreement with a recenjt report from the National Aeade- 
jny of Sciences that the major cau|e for breast cancer is dietary fat. 
.,ahe reasons for this I have summarized in my formal report, where 
' } have also listed a number of mechanisms which cquld explain the 
role of dietary fat. ' * 

We are' recommending, not only for the reduction of breast 
cancer/but also for 3 cancer of the colon and prostate and probably 
ovary and endometrium, and/ certainly for the reduction of the 
major cause of death in our society,- coronary artery disease, a re- 
duction of our total fat intake/to 25 percent of total calories. 

I am pleased that the National Cancer Institute and the Ameri- 
can Cancer Society have given much support to programs in nutri- 
tional carcinogenesis. In fact, this year the National Cancer Insti- 
tute will launch two clinicaA trials to test the low fat hypothesis. 
One is directed to women at high risk for breast cancer, primarily 
^bused upon family history/ and fibrocystic disease of the breast, 
^ 6,000 women will be involved in a trial with a 20 percent fat diet. 

Jin addition* post menopausal women with stage two breast k 
ancer will be treated With a 20-percent fat diet to determine 
whether this degree of reduction in fat will improve survival of \ 
reast cancer as well as ibur epidemiological data indicated it will. -V 
I would now like to suggest to you three, specific recommenda- 
tions. It was in 1950 thit we first provided evidence that smoking 
was a majorcatfse of cancer of the lungs. It was not until 1964 that 
\ this counyry, through A Surgeon General's report on smoking and 
health, brbught this issfue squarely before the American people. 

I suggest"!^ this committee that you ask the' Surgeon General of 
the United States to work on % Surgeon General's report on nutri- 
tion and health. If this were done, the public, the food industry, 
and the scientific community, would be more inclined to follow the 
kind of recommendations that we and others have made. 

I consider overmArition in our society a major cause of excess 
death. It's unfortunate, as Rene Dubois pointed out some years ago, 
that in our society we suffer from malnutrition of the poor and 
malnutrition of the affluent at the same time. 

The second recommendation I'd like to make, similar to one I . 
made recently to the National Cancer Advisory Board, is to estab- 
lish cancer control units in -every clinical cancer center and every * 
major hospital throughout the country. These units would consist 
of a health promoter, a nutritionist, a school health educate*, a 
> ^T 0 ^ 6 ce88at, ? n therapist, a behavioral scientist, and an economist. 
The targets of these cancer control units would.be the schod, the 
worksite, the hospital, and the community. i 

Only by providing this type of critical mass to^cancer prevention 
and early cancer detection will we get the- appropriate impact of 
preventive programs.' 

I suggest that these cancer control units be run primarily by 
allied health professionals. I believe that ye, as doctors, are either 
under or over-trained to properly conduct preventive strategies. 
k But these allied health professionals, like £he barefoot physician in 
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China, con* \n my view, make a mcyor impact on preventive strate- 
gies that we tVkust pursue. / 

Furthermore, I suggest that these cancer control units should* be 
paid by the same sources by which currently pay for therapeutic 
serviced A qountry that can afford to pay for all the cqrormte by- 
passes, all the pneumonectomies, catb-^rtainly and must paj\£}r 
preventive services. This country will r\jeVer have adequate prevent 
tive services unless we, as a society, provide the appropriate fund- 
ing for preventive services. 

The third recommendation relates to a fundamental finding that 
all of our health habits have their beginning early, in life, whether 
it's smokifig, hutrition, or physical activity. I like to recommend 
that we, as a society, make school health education* a mandatory 
part of our school curriculum* * 1 

The American Health Foundation, has developed, with funding 
from the National Cancer Institute and the National Heart, Lung, 
and Blood Institute* a Know Your Body Program that starts in the 
Grgt grade, and eventually will run far 12 years. In the very firpt 
war, we give the child a health screening test, measure cholesterol, 
ana blood pressure, and provide^ the child with a health passport. 

We haveJijjmd that by the time bur children are 12 years\of age, 
one- third already have one risk factor for chronic disease* 

Clearly, a country that can send man to the Moon, a country 
that can ££fofd to jnake us militarily strong, must be able to pro- 
vide our children with a chance to live into old age without being 
unnecessarily sic 

I always felt th)*t the greatest gift we can give to our children is 
the gif^of health. \ sound, cost effective, scnool^based health edu- 
cation program in every school can make a major impact on the 
long-term nealth of our Nation, particularly, because our data, 
show that children have a mcgor impact on their parents perhaps 
greater than we, as parents, have on children. 

I regard, therefore, including what children learn about nutri- 
tion, what we teach thefff early in life, to have a lasting impact on 
the long-term health of our Nation. ' & Ifc 

Primary prevention is medically sound and, Sb^ouslv, it is eco- 
nomically sound. Whenever we speak about spiralling health care 
costs, we need jto recognize that the only Way! in which we can 
really reduce health care costs is by primary prevention. The 
health economist Victor Fuchs in an elegant booklet on "Who 
Shall Live" showed us many years ago that the State of Utah has 
far lower health care costs than the State of Nevada, primarily be- 
cause of different lifestyle* 

'We have, Mr. Chairman, ii) the American Health Foundation a 
motto that I think you will find particularly appealing, which I 
borrowed from the old Greeks just to show that there are really 
few new thoughts under the Sun. 

This motto says it should be the function of medicine to help 
people die young, as late in life as possible. I suggest to you that 
this motto can only be realized through the practice of primary 
prevention and will apply to car\cer of the breast as well as to 
many other types of disease. 

I thank you. . 

[The prepared statement of Dr. Wynder follows:] 
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Pmh»akici> SHtatrmknt or Eknst L. Wynokr, M.I), 1 

! appreciate the opportunity to appear before the Committee on Aging to testify 
on opportunities with respect to the provontion of breast concor. Lifelong experience 
in epidemiology and preventive medicine has convinced us that for cancer, as for 
disease in general, prevention is obtainable and presents the ultimate goal of the 
scientific und medical research community. Clearly, at a time of crises in health 
care cost, prevention also provides the key economic health care goal. 

Nutritional excesses, in terms of fat consumption especially in a largely sedentary 
population, represents a major risk factor for disease, including breast cancer Nu- 
tritional research, nutritional education for all segments of society, and the estab- ' 
lishment of nutritional guidelines must be supported and advanced if we are to 
induce und eliminate diseases caused by faulty nutritional habits. Congress and this 
committee can help set the stage— the National Institutes of Health, the scientific 
community, and the food industry stand ready not only to conduct more research, 
but, bused on the best available evidence, to Implement a nutritional policy for all 
society. 

Epidemiological evidence indicates that breast cancer is not an inevitably conse- 
quence of living and aging. The evidence from epidemiology also demonstrates, in a 
way consistent with laboratory experiments, that dietary fat is causatively related 
to the pathoffonosis of breast cancer~ and also affects the survlval-rato among post- 
menopausal breast cancer patients. The facts that have led to this conclusion may 
be summarized as follows: 

1 There Exists a significant correlation between the intake of dietary fat and the 
incidence of breast cancer in various countries. 

2. As migrants from a low-risk countjry (such as Japan) move to a high-risk coun- 
try (such as the United States), they experience an increase in breast cancer rates 
- concomitant with their increase in dietary fat intake. 

3 An increase in breast cancer incidence is noted in Japan consistent with an in- 
crease in dietary fat intake. 

1 Several case-control studies have demonstrated a greater intake of dietary fat 
in breast cancer patients than among controls. 

5. Tho causative relationship between nutrition und breast cancer applies to die- 
tary fat intake rather than to caloric excesses. . 

6. The Jbetter survival rate of Japanese compared to American postmenopausal 
breast cancer patients is Considered to be related to their lower Intake of dietary fat. 
* 7- In tho laboratory animal setting, both saturated and unsaturated fat have been 
shown to enhance risk of breast cancer in rats initiated with a carcinogen. 

*8. Dietary fat can influence breast cancer susceptibility in 4* number of different 
_ pathways: by affecting the immune system; by modulating the makeup of cell mom- 
~ -prunes; by influencing cellular enzyme systfcns; by increasing the production of hor- 
mones such as prolactin and estrogen, and prostaglandins' by affecting receptors in 
target organs; by influencing the conversion of anorostenedione into estrogen. 
Mechanistic explanations for the effects of dietary fat on breast cancer are there- 
4 fore at hand. 

Because of tnis ovidence and the evidence relating dietary fit to other cancers 
such as colon and prostate, and because of the role of dietary fat in the etiology of 
other diseases, we have recommended a fat reduction to 25% of total calories for the 
American people, beginning in infancy. American consumers need to be educated as 
to how thev can best lower their dietary fat intake, and the food industry must be 
encouraged to reduce the fat content of their products. . 

A reduction of dietary fat to 20% of total calories or lower is likely 'to affect the 
survival ratf> of postmenopausal Stage II .breast cancer patients. The National 
Cancer Institute is currently initiating a long-term trial on z,000 such breast cancer 
patients. This secondary prevention trial ana an additional primary prevention trial 
involving ft,000 women at high risk for breast cancer soon to be launched at the Na- 
tional Cancer Institute is designed to demonstrate that dietary change, even rela* 
tively late in life, can both reduce ono/s risk for broasrcancer, and 1 improve a post- 
menopausal breast cancer patient's survival. It is reasonable to assume, however, 
.that dietary fat'reduction will have its major impact on breast career if started very 
early in life, jgjjg* ' , - " 

It is for this and other health^Mispns thaf we at the American Health Founda- 
tion have developed the Know Your BddV schjool health promotion program smarting 
jjn the first grade. The basic purpose of (his/project tsrosj^ach children about their 
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body, promote in thorn a' sense* of solf-rwponsibility and tbo ability to make health- 
ful dociBiopa. This program will hopofullv lend to bettor health habit* including 
thque which in turn will improve^our children's woll-boing and reduce their ri^k for 
ajiarioty of ad^u It-onset diseases including breast cancer. 

Vll i» our hope that as thid committee centers its attention on short- and long-term 
preventive health strategies, it will focus on school health education through which 
wo can also ediicatQ^lhe parents and thus society at large. Effective school-based 
health promotion must become our major health priority if wo aro going. U£ give to 
our children a priceless gift— th6 gift bf lifelong hoalth. 

The National Cance^ Institute is to be complimented for its attention to nutritlo* 
al research Jn aircinogQiiosis. Congress should give high priority to nutrition as a 
key factor for providing a youthftil longevity to our people. At a time of budgetary 
restraint^ is particularly important to" focus on efforts to .{movent illness. 

Tho history of medicine is replete with examples showing that the major tri- 
umphs over disease have' come through the application of appropriate preventive 
measures History will repeal itself in ultimately reducing if 'hot eliminating the 
majority of human cancers on the basis of a preventives strategy. 

Ms. Oakar. Thank, you very much, Doctor, for that excellent tes- 
timony. \ 

Our next witness is Dr. George Crile, and Dr.* C; : ile, you must 
have been as touched as all of us were, hearing Mr&* Alford's testi- 
mony about that radical surgery she had. Woijld you take the mike 
there,. Doctor? 

Dr. Chile. Yes. . 

STATEMENT OF GEORGE CRILE, JR .^tD. i 

Dr. Chile* Thank you, members of the comnjiftee, ladies and gen- 
tlemen. ' ^ '\- X*; - 

Thirty years ago, if a woman had a ltfifib jn tm breast ther£ was 
no question. You saw the doctor, he said/7*ow hawa lump and-we 
will do the biopsy and, of course, if it's matign^t we'll finish the 
"operation/. 9 arid that meant in tfie Ulniled States one thiKlg. It 
rfmant the radical mastectomy. Th^:has"be^ described this morn- 
ing eloquently. I do not need to go int$ the details of that. 4 . 

Except to add one thin£, and that is-they did not speak aboutf'the 
aderpa of the arm, swelling of the arm, wl)jch is one pf;the rnost 
significant detrimental things which* happens to the per soil after a 
radical mastectomy / In about 30 pet cent pf the cage^ this happens. 
And this rises to 50 percent or more if radiation is added to,the 
axilary dissection. ^ « /,/ 

Now this, in 1950, this was still being donfc Jn thfe '1960V ir\ fchfe 
United States, routinely, although in Englancf things* were begin- 
ning to' change. They had, indeed, changed since .the 1930V when 
Sir Geoffrey Kernes began to do a little local excision of the tumor 
plus radiation, implants of radium seeds or specialized types of ra-| 
diation to the tumor. * <; /; 

Reginald" Murley, who since became the distinguished President 
of the Royal College of Surgeons in 1954, being an aggressive, 
young surgeqjn said "Keynes must be nuts to d$ thfe$£ little oper- 
ations/' he had a long followup, 20 or more yerirs oYi these people^ 
and to his absolute- astonishment he found th&t the patiettb who 
had the smaller operation had had just a£ gooti ^survi^ffl^rate (? 
completely as good in every respect, as tV>se treated contem^Mat> 
ly by colleagues of Keynes at the same time. ■ 

That's when McWhhter in Scotland started off dpi ng the simple 
operations with radiation and Baclesse in France," doing the sqn\e 
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local excisions and irradiation, and Mustakalio in Finland. There 
was an outtfreak of all that m the fifties. So, in 195& I had gotten to 
know Reggie Murley well and he told me about all this and s we de- 
cided there was no real excuse for routinely doing the radical. 

We have done no radical mastectomies at the Cleveland Clinic 
since 1^57. 1 changed in 1956 and did about 20 percent partial mas- 
tectomies, on the small tumors, with big-breasted women. Eighty 
percent were modified radicals or simples. \ t 

Now, radiation cannot be assumed to be, necessarily, a good 
thing to do routinely. Even in good hands it has side effects. It can 
change the skin, it can cause the breast to harden and be uncom- 
fortable. It can cause hardening of the muscles so that it limits the 
motion. And it can cause swelling of the arm, especially if the 
axilla is dissected to remove the lymph nodes. 

Well now, at the Cleveland Clinic today, andHT'think more and 
more throughout the country it's becoming thi^ wav> and there's a 
very important 'study by Fisher in hi? randomized group, coming 
out within the next few weeks, which I hope and believe probably 
will support this, because everything so far has, that there is no 
essential difference between the various methods of -treatment of 
breast cancer, if you, remove or destroy the local breast cancer. You 
may have a higher incidence of local recurrences because you may 
get new tumors in that .breast, or you may get local recurrence of 
the old tumor if it hasn't been very widely exci3ed. But these are 
almost invariably picked up very early, so their secondary treat- 
ment is highly successful. 

Therefore, there 4s little or no difference in survival between 
these patients who have big operations or little operations. 

i think that in small, peripherahr-not near the nipple—apparent- 
ly localized tumors, a partial mastectomy, removing a slice of 
breast like a piece of oie, reconstructing it, plus an axillary dissec- 
tion is all that vis needed. I think thfe axillary dissection should be 
done to sample the nodes and to see what, if any, further treat- 
ment ^fnav be hfe^essary and also, because you'r6 there and ifyou 
remove the nodes you avoid the necessity of subsequent operatTons 
if. they do becomfc involved. J* 

Larger tumors or those near the "nipple or not localized, can Ml 
Seated by a so-called lumpectomy, which is not a very nice name,^ 
but it is a local excision, plus axillary dissection, and radiation, not 
to the axilla, but to the breast. We would never both dissect the 
axilla and radiate it, because that adds a double .insult to the axil- 
lat;v lymphatics,' which causes swelling of the ahmu 

And then in the large tumors, or when the nodes are clinically 
involved or the involvement is diffuse, theft a modified radical mas- 
tectomy can be done with immediate reconstruction, and the imme- 
diate reconstruction has become extraordinarily successful/We are 
doing that routinely now and a modified radical today, or these 
with axillary dissection, means only 1 day of hospitalization. We 
can send the patients home with a drain and a special suction in, 
in 1 or at most 2 days. So, it's very economical 

There have been enormous advances in plastic surgery so that no 
woman today need live without a breast unless she wants to. And 
the decision as to which of these methods is something which you 
must discuss with the patient in long detail, let her make up her 
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mind which is most consistent with what is available to her in the 
form of radiation therapy, treatment, and so forth, arid what she 
ftanta to do. - • - 

Because, don't forget, radiation therapy is costly. It takes 6 
weeks. And it can cause side effects. 

Now, on chemotherapy I am going to 8|>eak to shortly. It delays 
appearance of recurfehces gertainjy. Maybe it increases survival. 
Premenopausal women are the ones that get the benefits, though, 
so the question is whether it does this through the endocrine 
system. 

The British oncologists think that it does, that its affect mainly 
is through the endocrine system and in the long run treatment 
may be just as effective if we treat these patients with tamoxifen, 
the antiestrogen, and various sterilizing procedures, as with the 
costly and very unpleasant side effects of chemotherapy. 

So, the history of breast cancer has been that of excess, first in 
surgery then in radiation, ijow perhaps in chemotherapy. We don't 
know. ' • 

' Diagnosis: The woman has nerves both in th6 breast and in her 
fingers. A mammogram can show calcium earjy. Maybe you could 
have one at 40, M5, and 50. Then every 2 years after that. B.ut this 
is very costly. We should talk about cost effectiveness. \ 
» Now, in the'history of breast surgery, it's been to the interest of 
physicians, to promote radical treatments. The trouble is worse 
now because weTe getting a threat by law that if we don't do radi- 
cal things, if we Wiit something, we may get a suit. And that's a 
very grave thing. \ 

Cost effectivenessV — — 

Ms. Oakar. On thW note— that's very interesting to this commit- 
tee, about the threat of suits if you don't do the radical and all 
that, and your pionew work iriHnis effort. 

We have a vote. We'll be right back. 

So, we'll just recess for a few minutes. 

[Brief recess.] , 

Ms. Oakar. Dr. Crile, I didn't mean to interrupt your statement. 

Dr. Cluus. You couldn't help it. » % 

Ms. Oakar. Will you please resume and then we'll hear from our 
other witnesses? 

Dr. Crile. Sure. , 

I was speaking about the cost effectiveness of mammography, be- 
cause this has not been, yet, clearly established. It has been estab- 
lished that in premenopausal women it is not as effective as it is in 
postmenopausal women, but exactly how often -this should be done 
at the present expense of mammography is a question. 

The other possibility is could tine cost of mammography be re- 
duced tw. having screening examinations done by nonmedical per- 
sonnel, highly trained technologists, who would take a single later- 
al picture* examine the breast, and th^t would • be thay And I 
would think that you could cut that down and massproduce that 
and in some way do it. ^ * . 

The other thing in diagnosis is aspiration, which is not as widely 
used As it should be. Still, a lot of patierits go to surgery without 
having had aspiration of the mass, with an established diagnosis. 
That means an open biopsy has to be done instead of a little office 



.procedure. The coat is much more. The patient has a complete cujre, 
if it a a cyst, and doesn't need any operation. f 
Me. Oakar. What does ah aspiration dq? 

Dr. Chile. An fpspiration is merely putting -a fine needle in the 
office, freezing the skin so it doesn't hurt, or just needling it with a 
• very fine needle, very little discomfort ,at all, and if it's a cyst, the 
patient is cured and lives -happily ever after. You don't have to 
worry about it. . 

So, it'sjust not done enough. You still see cysts that are removed 
surgically. That's because they are not being aspirated in the office. 

A summary of the hiBtory of breast cancer has been a series of 
controversies and one of the problems has been that it's to the in- 
terest of the fee for service physicians to promote larger operations. 
I don t think they should be paid more for a large operation than 
for a small. That's been bad. 

Chemotherapy has been extended over a very long time, whereas 
there's no indication that it needs more than a few months. And 
frequent .mammography has been advised sometimes as often as 
every 6 months, whereas you have to have cost-effective studies to 
determine its value. 

And/of course, the other thing which is driving us toward more 
radical and more frequent operations is the malpractice threat,** 
which is higher in this country than anywhere. That's probably 
why most of the simplifications of the treatment of" breast career 
have come from elsewhere rather than from the United States. 

So, in conclusion, I think that uje'jre headed toward a Varied ap- 

S roach to breast cancel-, in which the treatment selected will 
epend on the size and position of the tumor. Also, of course, on 
the size of the breast because a small tumor in a small breast is 
OK but a big tumor in a small breast cannot be treated by any- 
thing that's going to preserve much breast, unless you use a lot of 
radiation. 

And finally, cost effectiveness of all of these things must be 
worked out, and it's hoped that something can be done to diminish 
the harm that malpractice suits are doing tp the cost and to the 
quality of medical care. - * 

Ms. Oakar. Well, thank you very much, pr. Crile, and we're 
going to have questions in a few minutes for both of you. 

Our next witness is Dr. Barbara Threatt Did I pronounce your 
name correctly? • 

Dr. Threatt. Yes. , , 

Ms. Oakai^ Thank you very much for being here, Doctor. 

[The prepared ^atement of Dr. Qrile follows]. 

Fkeparkd Statement or UKonaK Crilk, Jr„ MJ0, v 

HISTORY OF DHKAST BURGKKY . v 

Thirty yoArs ago; there were no arguments about the diagnosis $nd treatment of 
cancer of the breast. A lump wofe felt and the patient was told that a biopsy must be 
token, and that If the biopsy showed cancer u the operation would h<y completed'^ 
That meant a Halstod type of radical mastectomy with removal of the lpuscles of 
the chest wall and often with removal of so much skin that grafts were required, 
(men, even in patients with small tumors, radiation was added. 

The results wore appalling. Not only was the cbost wall disfigured b^vpapor thin 
skin naps that lay on the bare ribs, but also there often was limitation of tho 
motion of the shoulder. In thirty percent of the cases, and in 50%, when radiation 
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'was given, there was swelling of the arm, sometimes massive and incapacitating 
That woti, in America where the* radical mastectomy had been popularised hy Dr. 
Halsted - 



In , England* where in 18{57 the radical operation had boon devised bj^ Charles 
Moor©, most surgeons were still' doing *it But inthe 1930s Sir Xtooflfroy Keynes 
began to use a combination pf laqol excision and filiation and did no radical mas- 
tectomies. In 1954 a friend of mfie, Reginald Murloy, who was a surgeon at St. Bar- 
-^hotomew's Hospital, began to study ,the results of Keynes' operations In hopes of 
* showing the failure of locarexcisionfl. To Murloy s amoxemewH, Keynes* patients had 
just m good a long-term survival as those treated by Keynes* colloagvtafc^o had 
done radical mastectomies. By this time, Keynes 1 work also had stimulated 
McWhtrtor in ScoUand. to treat putieifta by simple mastectomy and radiation. The 
results of this combination were as good as thos6 following rarnoal mastectomy. At 
about the same time Baclesse in FVance and MustakalJ^o in fWJBH^roportooV simi- 
lar injecting following radiation associated with local excisions that preserved the 
b/east 

By I9i>5 it was obvious that surge^ or radiation or any combination of the two 
A that destroyed the local tumor and its metastases to the nodes in the axilla was as 
effective as the most radical operation. Therefore, after a long talk with Murloy, I 
stopped doing radical mastectomies and switched mainly to modified radicals in 
which the muscles were preserved but the axillary nodes were removed. In lf> to 
20% of the cases the. tumors were small in relation to the size of the breast and 
were located in the periphery so that the segment of the breast could be removed 
und the breast reconstructed. These tumors were treated by wide excision, \vhich wo 
called partial mastectomy. We have followed more than 200 of these patients for 10 
to 20 years Although t^ere is q Slightly higher incidence of local recurrences and 
new tumor* appearing in the affected breast, the survival rate is the same as in 
patients with similar tumors treateo*by radical operations. 

* j 

_ „ Tltt I'KltSKNT STATUS OK KNOWLEDGE 

At the present time large* randomized trials have shown that, in patients with 
-v tumors that are small in relation to the size of the breast, local excision, and expert- 
ly given radiation give result* that in terms of both local recurrence and survival 
are equal to those that follow radical mastectomy. The problem is that radiation, in 
the doses required to give these results, can cause side effects such as skin changes, 
shrinking of the breast and swelling of the arm. It also has been shown in random- 
ized trials, that adding radiation to radical^ or modified radical mastectomy does not 
increase survival, and there is the remote possibility of the radiation proving carci- 
nogenic by scatter to the opposite breasts or to the underlying tissues. Also from the 
standpoint of both time and economy, radiation, which takes about 5 weeks, is 
costly Hence, in selected cases, methods that do not require radiation may be pref- 
erable . „ t 

Partial mastectomy, which involves a wider removal of breast tissue than mere 
local excision of the tumor, is alwavs combined with axillary dissection and in about 
20"* of the cases can be used as the only treatment for small apparently localized 
can curs In selected cases we have been using this treatment for Jiearly 30 years and 
are convinced that from the standpoint of survival it is as effective as either radical 
mastectomy or lumpectomy itnd radiation. This opinion has not yet been confirmed 
by x n randomized, study, but within the next few weeks such a study will be pub- 
lished by Dr Reiner end his surgical adjuvant group. If it shows what I expect, tne 
treatment of breast cancer will become selective, with the treatment adapted to the"* 
individual 

I Small peripheral tumors that appear to be localised will be ttpatifcl by partial 
mastectomy and axillary dissection. This effects an enormous ecdnomy, because it 
involves only a day or two pf hospitalization and radiation-Is not required. * 

2. Tumors that are located near the nipple or that are not sharply localized in the 
breast or that are la,rge in Relation to the size of the breast will be treated by local 
excision (lumpectomy), axilmry dissection and radiation to the breast but not to the 
axilla 

*\ Larger tumors or those #Uh obvious involvement of nodes or with multiple foci 
of cancer in the breast will be treated by modified radical mastectomy with radi- 
ation In these cases the breast can be reconstructed by plastic surgery. In short, no 
woman need live without a breast unless she prefers to do so. 



* 70 



AWUVANt TMKRAPY 



Adiuvnnt chemotherapy delays tho time of reappearance of breast cancor. It is 
possible .U|ot chemotherapy also increases the long-term survive. However, it is 
chiefly tho premenopausal patients thftt bonoflt from chemotherapy, a fact that sug- 
gest* that the effect of the troatmont is not a direct one on the cancer cell. It Booms 
more likely that chemothorupy actsjndlrectly by Suppressing the output of the os- 
trogen that stimulates the growth of breast cancer. Since removing the ovaries or / 
radiating them or givfng the an4iH5&trogen drug tamoxifen alBO slows the growth of 
tho cancer and in controlled studies Kafcbeen shown U/incrense the patient b surviv- 
al, we lire awaiting the results" of controlled trials of chemotKeYapy vs. anti-ostro- 
gons I agree with moat of the British oncologist* who think thut the anti-estrogens 
therapy will prove to be as effective as chemotherapy 

Tho side pflocta of anti-estrogens are minimal as compared to tho nausea, vomit- 
ing and loss of hair that result fr,om chemotherapy and the cost is much less. 

It **oms thnt in the- treatment of breast cancor we always .go to excesses. First, it 
waa too much surgery, next too much radiation and now, perhaps, it is too much 
chemotherapy 

r DIAGNOSIS 

Since n woman, examining her breast, can feel ^Huraor "not only through the 
.nerves in her fingers but. also through thosain her breast, self-examination remains 
the most oflbctivc low-cost way of detectinPoarly cancers. Mammograms, however, 
can delect them even earlier, beforAhey are large enough to feel. The question Is- 
at what ago^^ndl how often should mammograms be done. The trouble is that, when** 
used for tfctwl^k population groups, mammograms are so costly that their fre- 
quent use is not oost-oftoctivo. Also, thoy ore not effective in showing smell tumors 
in the firm dense breflsw of premenopausal women. Most studies of tne coet-ofTlcacy 
of mammography in saving lives conclude that base line mammograms should be- 
done at ages 40, 45, and GO. Also women with a history of breast cancer or those 
with a strong family history should have -annual mammograms and women after ' 
the age of 50 should have thorn at least every two or three years. 

Most broaat lumps should be diagnosed in the office by fine-needle biopsy. If they 
are cysts, removal of the fluid cure* the*rt. If thoy are solid tumors the aspiration 
biopfcy tells If thye are fc^nign or malignant. This saves the hospitalization and 
h costly preparation for major surgery that takos place if the patient is. admitted for 
open biopsy and definitive^ surgery. 

CONCLUSION 

The history of cancer of the breaat has been a series of controversies. In tho 
United States, it has Wn to the interest of the physician to promote radical oper- 
ations, prolonged chomotherap£ and frequent mammograms. Not ottly does this in- 
crease the practice of the physictan, but it also protects him against the possibility 
oi malpractice suits. 

If a' surgeon, in America fails to do the* radical operations that are in vogue and if 
tpe patient is not cured, the surgeon can be accused of negligence. The same applies 
to nuliation therapy and to mammograms.. Perhape that is why all of the leaders in 
t*ic i 8impHficn(]pn of the treatment of breast cancer have lived in England, France 
or Scandinavia. . 

STATEMENT OE BARBARA THREATT, M I). 

D^Thrkatt. Ms. Oakajr, ladies and gentlemen, I appreciate the 
opportunity to discuss the matter of breast cancer with you this 
morning. It is certainly a significant event that you, as policymak- 
ers, are directing your attention to this matter. I hope the data we 
provide will aid you in your decisions. 

Breast cancer, as you have heard, is the No. 1 cancer problem for 
the American female, with a mortality rate that is unchanged over 
the last 50 years. There's been no real change. Thjs is undoubtedly 
due to the fact that of the late stage at which the^Cancer is diag- 
nosed, there has been no real change in the staging of the breast 
cancer over this time period- 
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Ancillary treatment, such as radiation and chemotherapy, can at 
best serve only as a palliative or delaying treatment jn'such a situ- 
ation. In order to Improve the ..survival from breast cancer, the 
stage of the disease at the time of diagnosis must be changed. To 
accomplish sdch. a change in th«stage of the disease requires a 
change in our efforts concerning %s disease. We must direct our 
attention to the asymptomatic wttmajn and screen her for the possi- 
ble occult breast cancer that she ma>y have. In this way smaller 
'cancers with a lower incidence of positive lymph nodes will be de- 
tected. Survival will be improved as the stage, of the disease at di- 
agnosis is decreased.- ' 

The Swedish breast cancer incidence, ,the mortality data, provide 
an example of this hypothesis. Thy incidence of breast cancer in 
Sweden is quite similar to thatwthe United States. But because 
many more cancers are detected »t a smaller size,- around 1 centi- 
meter or so, the mortality ^te is 25 percent less than in the 
United States. ■ •» • . . 

Unless there is a change in the staging of the cancer at the time 
of diagnosis, it is unrealistic to expect a change in our mortality 
rates, there is little likelihood that therapeutic efforts, directed 
toward a system disease such as breast cancer, will be able to in- 
crease survival. 

There seems to.be little- 

Ms. Oakar. I'm sorry, Doctor. It is a systemic disease? 
Or: Threatt. Absolutely. And from probably the time of diagno- 
sis, if not before. IP 1 
Ms. Oakau. But we don't treat it that way, do we? 
Dr. THRfcATT. That's right. 
Ms. Oak ar. OK. 

Dr. Threatt. Not until the metastases become obvious. 

Ms.'Oakar. Aha. * t ... . - % 

Dr. Thrkatt. There seems to be little attention paid to breast 
screening from the medical profession or from the women them- 
selves. According to the National Center foil Health Statistics, irt 
1973 only 45 percent of the 45- to 64-year-oTd women had had a 
breast examination in the previous year, and only 29 percent W the 
65-year-old women had had a breast physical examination in the 
previous year. . , 

In 1979, the percentage had increased to approximately 59 per- 
cent of the 45- to 64-year-old women having a breast physical exam 
within the previous yean 

Data concerning utilization of mammography is even more 
dismal. Data from the Office of Cancer Communications national 
survey shows that only 19 percent of all American women have 
ever had a mammogram. . 

FDA data records show that. 2 million mammograms were per- 
formed in 1980. This documents gross* underutilizaiion of the tech- 
niques since there .are 84 million women in this country over 50 
years of ag$, and 12 million between 40 and 49. 

The problem of breast cancer is a complex one which must be ad- 
dressed on many -levels, basic .research, detection, diagnosis, man- 
agement, professional, and public education, et cetera. 

My recommendations for addressirig this problem wquld include 
the following: Women over 40 years of age should be screened for 
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«nH a ?^ nCer, * >0 \' « W l< ^ t ^sis, including physical examination 
and >nrfmmographv. Probably ontrff annual basis. Perhaps it coufcT 
be extended to 18 to 24 nionthsTffiv fl nm«.wn™« 



^extended to 1 a to 24 raontbs^- some wom^n. 
thi «f ™f c r this ; r0 ^e^eening does increWvftth the age of 
SrttoTSSi. ?W u hwld *»• accomplished M^east canee? do- 
tk to 7 8t ^ ea ,^ ex ^ t ^^ ammo « r »W and breast dis- 
ease. The centers should function iSoCdhly for screening but for the 

diagnosis and management of breast disease. • 
Radiologists who interpret maihm%ia*ns should be especially" 

iSmf h!S d - °"Ik n6i > ly i»^WpretatWn of the mamtncl 
grams, but m the^diagnosis and management of all breast disease, 

S&tf&SK nd rrStt 8 * 8 Wh ° IWfo ^ mamm ° gra - m8 8h »« W 
;Ji 6 n7 ipm6tl f «tiUrtd for mammography should be state' of'the - 
^~ia used appr0priate for the technique, wheth^PHm orography*. 

Pathologists involved in the diagnosis oflireast cancer should 
* ♦h^w Pe ^ 8 % ln b ^ 8t ^thology. Wto especially important for 
the diagnosis of small caricers v ,an<f the atypicU^nign diseases. 

An interdisciplinary team should determine fhe treatment and 
management of the breast dancer patient. This is important to 
assure that all options for treatment are considered and explained 
-illUhe patient There should be a commitment to breasUcohserva- 
tion, where it is possible as a therapy. • !* 

Results of the screening should be carefully monitored concern- 

iof If 11° a d08e leve J 8 ' m( ^ e of cancer detection, size of , cancel 
detected, nodal status, biopsy i-ate, and biopsy yield. . ' i 

♦^f re 11 n ° ^* nee i n th ^ ^ of capers detected by the cen- 
™£r„i th ? se . detec ted in the clinically symptomatic population, 
careful revaluation of the type o{ population served, asyn^to^tftirf 
versus symptomatic, should be barrled out. " 

finVi Si^/Tf 1 ^M**?* asymptomatic women should 
find significantly smaller, less-npde positive cancers lUm art fquiid 1 
*■ fu JPf* nlca lly symptomatic population. Long-term follow<U?Tor 
-!te4 st c , ancer Parent should be carried out.^This shbuld include 
Jjttwrf^ial support for the patient and her family, as welTa^data 

There should ^ a -comBiitment to public and patient education » 
concerning these »rs, Specially as to the benefit of screeners>N 
v iS \u PX^ne shoM re$t -wittrtnTWh coverage pro-/ 
vider, the women, and the providers^ the serviW The health coV 
erage providers, essentially the insurance companies, BhctidihxtL- 
tuiiy evaluate the data concerning the cost benefit olSrofeening and 
consider some, provision for covering this- service, this,, type of 
screening. , . , 

The physicians involved should consider innovative ways of*pro- 
* * STS ° W ^ b ^ e ast cancer screening, ahd the women themselves 
cnre '•Hp 0 *- 135 a$ *" me some* of the- costs of their own health * 

Mammography is "the pnly screening procedure which has been 
shown to save, lives. It is a valuable and powerful resource which 
could effectively change the breast cancer Wlality rate in this 
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country, if effectively utilised. It is our duty to assess this situation 
and find a practical, workable way to deliver this life-saving proce- 
dure to our at-risk female population. 
[The prepared statement of Dr. Threatt follows:] 

Prki4$vd $tatkm$nt or Baiuiara Thrkatt, MI) 1 

HRKA8T CANCER IN THE UbtTW) &b&Tti8 t 198-4 

Breast Cancer w tho number one cancor by irtcWircS in the American female pop* 
c ulfttion with 115,000 now casSs predicted to oofyr in 1984 by tho American Cancer 
4 Society Breast cancer is similarly tho prime caW* ofiymncor deaths in the American 
tomato, population with 87,300 Drodioted deaths J^W' 

This is a staggering toll of lives and at\gaidB»r The female population and is a 
major public hoalth problem for this countrjJS^irthormoro, the death rute from 
breast cancer has remained unchangod for tha lost ^0 years at approximately 25/ 
100.000 wornen pot year. Since thorolui* been a slow increase in incldonce rate over 
this time period (from I in 15 women in tho past having the disease to our current 1 
x^nll having tho disease), the death rate cauld actually be somowhat improved but 
masked bftcaiuiQ of the increased numbers of women presenting with the disease. In 
any event, the disease represents a serious public health problem for this country, 
1 as weli on for individual women. ■ ■* 

Approximately $575 million will be spent in the United States this year for 
115,000 iiuutectomios and approximately $1,160,000,000 will be spent for about one 
million breast biopsies. Those figures do not include the cost of radiation treatment, 
chemotherapy, dingnost/c tost, or loss of wages. Those figures do serve, however, to 
delineate somewhat the scope of the breast cancer problem In our population. 

Currently, little is known ubout the eitiology of breast cancer. Many isolated facts 
and associated risks for brooat cancer can be identified, but no cohesivo, cogent 
theory of etiology is available. Many factors, such as age, pregnancy history; men- 
strual status, faimjf. history of breast cancer, and previous breast biopsy, can be 
identified as significant risk factors' Tor the development of breast cunevr. However, 
,none of these risk factors is stnAg enough singly or grouped to, serve to identify a 
"high risk'* woman. As Seidman pointed out in CA (September 1082), "ani woman 
40 years or older must be considered at significant risk qf having or developing a 
breast cancer ^ 

Since there is little information concerning the basic etiology of breast cancer, pri- 
mary prevention is not p&ssiblo at this time. Survival from breast cancer has been 
shown to bo related to the tftate of the disease at the time of diagnosis. Staging de- 
pends upon the size of thd cancer in the breast and tho status of the axillary lymph 
nodes Small size of the dancer and negative axillary lymph nodes have the best 
prognosis for long-term survival. . \ 

Currently, approximately 50% of white women, and 61% of* black women with 
breast cancer have positive lymph nodes at the time of diagnosis (Table 1). These 
are dire implications for survival as shown in Table 2, with approximately 
the women surviving ffvo years if the cancbr is limited to t^e breast. Survival de- 
creases significantly as the disease progresses to regional and distant lymph nodes. 
Overall, the best indicator for survival is the status of the axillary lymph nodes as 
shown in Table II the size of the cancer is intimately related to the number of posr 
tive lymph nodes as shown in Table 4. Survival decreases significantly with each 
additional positive lymph node. The figures in these tables from the American Col- 
lege of Surgeons 1 1077 survey of hospital cancer registries are dismal, and is little 
different from the more recent 1081 (unpublished as yet) survey. These survival fig- 
urrs at five yours post-diagnosis give only partial information; the survival figures 
at 10 years post-diagnosis are the more informative and give a better estimate 6f the 
true survital picture Survival at 10 years for a lymph node negative breast cancer 
patient is approximately 60-70%; for a woman with 1-3 positive lymph nodes, it is 
45%, and for a wo/nan with 4 or more positive lymph nodes, it is only 

From these facts and figures, it can be seen that survival, size of the cancer, and 
extent of the disease (local, regional, or distant) are intimately related. Survival is 
best if the cancer is detected at a small size (certainly less than 2 cms) and if the 
regional (axillary) lymph nodes are negative. 



Y 1 Director. Detection and Prevention Services, Michigan 1 Cancer Foundation. Detroit, Ml « for- 
merly Associate Professor of Radiology, The University of Michigan and director of the Univer- 
sity of Michigan Breast Cancer Detection Demonstration Project). 
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Today, approximately 75-90% of breast cancers arc detected by the wgran hej- 
self There is considerable controversy about tho efficacy of breast selfeKajiunatibn 
(USE); but nevertheless, tho individual woman currently serves as her ownTxiiagnos- 
tlcian in detecting breast cancer. Tables from the American College of Surgeons* 
15)77 survey of Hospital Carreer Registries illustrate some aspects of this* oroblom. In 
Table 5, it can be seen that young women tend to discover more of tneir breast 
cancer than older women, suggesting that the practice of BSE ls<oge related. In 
Table 6, it is shown that tho sfee of tho tumor (a related to the mode of detection, 
■with theme found by mammography 'oejng th& smallest. In Table 7, nodal status is 
compared with mode of detection; In thoee women whose cancers were detected by 
mammography, 78% had negative lymph nodes compared with 68% in tho patient- 
dotected group and 63% iiythe physician-detected group. 

Detection of breast cancer at the smallest possible size is our curroitt focus in 
cancer control since primary prevention is not feasible given our lack of understand- 
ing of the basic etiology of breast cancer. The available techniques for detection of 
breast cancer include the" following: 

1 Breast Self Examination (BSE): Considerable controversy exists about the teach- 
ing, practice, and efficacy of BSE. No randomized controlled clinical trial has ever 
been carried out to assess BSE and it is unlikely to be carried out. It is probable 
that BSE could and doog contribute to the detection of breast cancer; whether It can 
contribute to the detection of small, curable breast cancer is opeiifto question. 

2 Clinical Physical Examination of the* Breast: This tochnique is the predominant 
technique used in bnmat evaluation. No true trial of clinical examination has been 
Carried out. although ojata from the May Clinic (Cilbcrtsen) covering 1948-72 and 
9,2H9 women with o 1,308 examinations showed routine examinations had only 5f>% 
true-positive rate in finding breast cancer. In tho Breast Cancer Detection Demon* 
station Proiects (BCDDP), physicial examination alone detected only 13% of the 
cancers in the under $0 year old women category and 66% of the cancers in tho 
over 50 year old wonWn category. It was able to detect 38.5% of the non-invasive 
cancers and 44.4% of tho less tnan 1 -cm invasive cancers in BCDDR There are, 
therefore, significant Questions as to the efficacy of physical examination In the de- 
tection of small, curable breast cancers. « X * 

X. Mammography; This technique' of sotfuissuo radiography of tho breast was in- 
troduced by Egnn in I960. The technique has undergone significant modifications 
over the last 20 yean? with the introduction of new film, scteons, and special dedi- 
cated mannnographic units. The radiation dose currently required for ^statonof-tho- 
art" film mammography is oxtromely low and reproducible. BCDDP mammography 
alone detected 35% of the cancers in the under 50 year old woman category. Totally, 
mammography detected 85.4% of the cancors in the undor 50 year ola women and 
91.8% ot the cancers in the over f>0 year old women category (Table 8). Mammo- 
graphy detected 92% of tho non-invasive cancers and 89% of the under 1 cm inva- 
sive cancers (Table 9) Concern has been raised, however, regarding the carcinogenic 
risk of mammography, especially in on asymptomatic population. However, wjth 
proper utiliwition of currently available techniques* thore is very little risk to the 
40 { year old women from radiation required for these tests. 

4. Thermography: This involves measurements of infrared radiation from the 
breasts. This technique has been widely publicized as a screening and diagnostic test 
for breast cancer. Reports concerning Its efficacy in the meollcnl literature vary 
widely Currently, it is not widely used because ojT the lack of efficacy in detecting 11 
small cancers and a high number of false-positives. 

5. Ultrasonography: This is an experimental technique which may have some effi- 
cacy in special. groups of women, i.e., young women or those with\ dense breasts on 
the. mammogram. Much controversy exists about its accuracy and resolution and its 
place in the spectrum of breast examination modalities. Currently* it seems to be 
best used .to discriminate a solid from cystic mass. It should not be used as a screen-^ 
ing test since its efficacy as a s diagnostic test has not been established- It is hoped 
that further improvements in its resolution will enhance its ability to detect small 
(under 1 cm) cancers. * . 

fl. Diaphonography. Transillumination, Lightscanning: These *>re various tech- 
niques using infra-red light transmission through the breasts. They measure the 
transmitted light and record changes in the color of the uranamitted light and relate, 
this to normal, benign, or malignant abnormalities. Currontly, these seem to have 
little efficacy and offer, little improvement in diagnostic capability over that of a 
combined physical examination and mammogram. However, they are interesting 
tests since, as in ultrasound, no radiation exposure is required for the* patient. 

7. Nuclear Magnetic Resonances: An experimental technique using large electno- 
magnets to measure changes in cellular structures. TJiis is truly in an experimental 
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stage bo that little is known about its capabilities It offers promise m a nonionizing 
procedure and potentially as u dynamic evaluation of tho colhilar and molecular 
structures of tlio breast. 

The above techniques arc our armAnentarium for breast examinations. There are 
no otho&tasts for the status of the broast'other tnan surgical biopsy, unfortunately, 
'there is no blood, urine or akin test to serve ns ft markor or identifier of the woman 
with breast cancor. No such teat is oven promised for tho near future Wo arej there- 
fore, loft with our older techniques whicn, with tho exception of mammography, arc 
inefficient for tho detection of small, potentially curable breast cancer. 

Sovoral screening programs havo boon established around tho world. Tho major 
ones and thoir tfoals and results arc Hatod below: 

I Tho Health lasuranco Plan of Now York (HIP) Study conducted from l^lte 
h)G8. This was n large-scaled randomized controlled clinicul trial of 61,(^40 women to 
determine if screening by physical examination and mammography could decrease 
mortality from breast cancer. Tho results clearly showed at least a 30% reduction in 
mortality in tho short and intermediate term (3-12 years); however, this benefit was 
limited to tho ovor-50-yeaiM)ld wombn. It seems from current studies in BCDDP that 
the lack of benefit for the under 60-yeur-old women may have been duo to the less 
technologically advanced mammography techniques available during the time of 
the HIP Study and not to an inhoront difference in cancer type, and survival in the 
undor-/>0-yonr-old women, 

? 2. The Breast Cancer Detection Demonstration Project (BODDP) was conducted by 
the National Cancer Institute/ American Cancor Society from 1973-1980. This was a 
demonstration prefect in which 280,000 womon woro screened annually to show that 
physical examination and mammography could detect "early" (small, loss lethal) 
cancers in asymptomatic women! The results of this program clearly demonstrate 
that small cancers with no positive lymph nodes can be detected in an asymptomat- 
ic population, in both the under 50 and oVer 60 year old women categories. The 
prime mode of cancer detection »ln this program was mammography; this was es- 
pecially true for the small cancers^Detection was accomplished usinjf Oxtremely }t>w 
radiation levels. Unfortunately^nS control population was included irt the design of 
tho study, so survival/mortnliti {lata are not available for this project. 

3 Other scree ning program^ have been designed and are currently underway in 
Europe (Tabk. 'IQr'T Nsge h a^G various designs for the control populations, physical 
examiners, and in tern rotors of*the mammograms. 

<\ A Canadian trial is also underway in several locations. This is under tho direc- 
tion of Dr. Anthony Miller, but final* data are not yet available from this study. 

Theft has been considerable concern expressed about the possible carcinogenic 
effect of mammography These concerns derive from data showing an excess inci- 
dence of brwist cancer in several groups of women exposed to high dosqs of radi- 
ation when these" woro compnrecT with similar population of nonexposed women. 
These groups were: 

1 Japanese women exposed to gamma and neutron radiation from atomic bomb- 
ings at Hiroshima mid Nagasaki. , 

5 Nova Scotia sanitaria patients who received multiple chest fiuorpscopos during 
pneumothorax treatment for tuberculosis. 

3. Massachusetts sanitaria patients monitored by fluoroscopy during artificial 
pneumothroax treatment. U 

4 Women treated by radiotherapy for post partum mastitis in Rochester, Now 
York. * f . 

f>. Swedish women who received radiation therapy for a variety pf benign breast 
conditions. 

6. Female radium dial workers who ingested radioactive material from their 
work + c o 

Whether the very low doses of radiation used for current mammography tech- 
niques can produce breast cancer is unknown. If tho risk is reah itjs so small that it 
has been unobserved in collected medical data. The possibility of such a risk has 
only boon inferred from the excess in number of cases identified in those groups of 
womet vex posed to high doses of .radiation. 

The effects of low doses of radiation can be postulated from animal experiments 
involving several rad-iation induced tumors. The dose response curve is linear in the 
mid-portion of the curve but curvilinear in the lower dose range. There is less effect 
at high doHes due to cell death. > 

There is considerable controversy as to whether the result* from the animal ex- 
periments nru applicable to humans. The data front the groups of women exposed to 
high levels of radiation who subsequently developed carcinoma are similar in many 
respects to the results of the animal studies. However, the data for lower levels of 
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wdlKUon (25-60 rads) exposure to women are incomplete. It Is Impossible to deU>r- 
mine whether the doses response at those low levels ib a lihoar or curvilinear re- 
sponse If the response In curvilinear, the linear prt)jections\si|j:niftcontly overesti- 
mate the levels of risk. The Committee on the Biological. Eflocts of Ionizing Radi- 
iiUflrL^BEiK) HI report has employed a combined linear-quadratic model for human 
cancers. This report states, however, that it is unknown whether human breast 
cancer follows the Pattern sqt by most other human and animal cancers at low 
doses levels or whether it is an exception with a linear response down to 0 rads. The 
projected risk for the three groups of Western. women studied is 7.5 excess cancers/ 
million women/year/ rad. This risk is a linear extrapolation frbm high doses and is 
made in the absence of any significant low-dose human breast cfthcor data. This esti- 
mate is probably a substantial overestimate of the risk and should be considered the 
upper limits of the risk. 

Radiation risk is not only dose*dependent but is highly dependent on age at time 
ot exposure. In all studies, tho risk Is significantly greater with radiation exposure 
n{ younger ages. No excess risk was found in Japanese women 20 years or older at 
time of exposure to 100 rads or less. For this reason, the National Cancer Institute 
(Upton, et al., 1977) pixnected a risk adjustment factor of 0.45 for Western women 
over 30 years of age; this reduces the projectod risk from 7,5 to 3.5 excess cancer/ 
million women/year/ rad for Western women over 30 yekrs at time of exposures 

There is also a latent period associated with the carcinogenic efTect of radiation 
upon tho humaji breast. These canoers do not appear for a minimum of 10 yea-Vs 
following l^>osure. For younger women at the timo of exposure, tho latent period is 
even longer, varying from 15-20 years. Tho duration of the carcinogenic effect is urn 
known, but it certainly oersists for aUeast 15 years. 

This risk estimate of Jl.5 cancers/million women/year/ rad means that if a million 
women receive a mean breast dose of 1 ra,d, there wquld be an excess incidence of 
•f.5 breast irancors oach year in tho population after a minimum latent period of 10 
years Mammograms performed utilizing the currently low-dose film technique of 
0. 17 rad mean breast, dose, would carry a possible risk of one excess cancer case/ 
yoar/2 million women examined. Assuming a 50% mortality rate, this would equate 
with one (fecess death/4 million women examined. Tho projected risl^s from mam- 
mography, therefore, is extremely small compared with that from natural breast 
cancer incidence: 800 cases/million women/year at 40 years; 1,800 cases/million 
women/year at 50 years; 2,500 cases/million women/year at 65 years. 

The risks of low-dose mammography have not been proved or disproved. It is pru- 
dent, however to assume that such a risk exists and to assure, that the lowest possi- 
ble radiation^ dose is used to obtain optimum film quality. 

The HIP Study has shown definite survival benfits for ovor 50 year old women 
who were screened by physical examination and mammography. Data concerning 
benefits of screening in the under 50 year old women will be derived Arqta the con- 
trolled trails in Sweden and Canada; however, such data are no* currently available. 
U is reasonable, however, to assume that such benefit will be shown Considering the 
advances in mafnmographic techniques and the differences in size and nodal status 
or the tumor detected in the screened groups. Table 11 (Felg, 1984) demonstrates es- 
timates of the benefits and costs of screening covering, years gained or lost by age 
.group undergoing mammographic screening. The projected benefits of mammogram 
phic screening outweighs the risks at all ages. 

■ The above data clearly show that bneast cancer is the number one cancer problem 
for the American female and that the mortality rate is unchanged over the last 50 
years I his is undoubtedly due to the late stage at which *he cancer is diagnosed. 
I here Has been no real change in the staging of breast cancer over this time period. 
Ancillary treatment (radiation and chemotherapy) can at rx&t servo as delaying or 
palliative treatment in such a situation. In order to improve the survival from 
breast cancer, the stage of thMiseaso at diagnosis must be changed. To accomplish 
such a chmige in the stage of the disease requires a change inour efforts concerning 
this (fescaso. We must direct out attention to the asymptomatic woman and screen 
her for the possible occult breast cancer -that shG may have. In this way, smaller 
cancers with a lower incidence of positive lymph no^es will be detected. Survival 
will be improved as the stage of the disease at diagnosis is decreased. Swedish breast 
cancer incidence and mortality data provide an oJcample of this hypothesis. The inci* 
donee of breast cancer in Sweden is similar to that of the United States/ but because 
far more cancers are detected at a smaller size (about 1 cm), the mortality Vate is 
w>* lesa (18/ 100,000 aseompared whith 25/100*000). Utvless there is a change in the 
staging of the cancer at the. time of diagnosis, it is unrealistic to expect a change in 
our mortality data. There is little likelihood that theratoutic effort directed toward 
a systemic disease such as breast cancer will be able to increase survival rates. 
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Currently in thin country, tho minority of womon are screened annually by a Pap 
smear for cervical Cancer Cervical cancer^ has a low incidence and low mbrUillty 
rate in our female population, especially in the middle and uppor socioeconomic 
Kroup women who tend to receive tho majority of the Pap smears. As can be wen 
from Figures 1-4, the incidence of cervical cnncor is quite low in comparison to that 
of breast cancer, and, oven in relationship to that of ovarian and uterine cancer. 
1 The mortality data are evon more striking; the mortality of breast cancer far out- 
weighs that of oven the combined mortality of alt genital Cancers. Breast cancer 
mortality is greatly in excess of that of cervical cancer; mortality from ovarian and 
uterine cancer greatly exceeds that of cervical cancer. 

These data a™ striking in contrast to the type of screening examination that most 
women receive, i.e.. a cervical Pan smeais There seems to be little attention pa(d to 
broast screening froin the medical profession. According to the National Center for 
Health Statistics, in 1973 only 48% of the 45-G4 year old women h{id had a breast 
physical examination within the previous year aud only 2f)% of the <>fH year old 
women had had a breast physical examination within the previous year. The Na- 
tional Center for Health Statistics, in a telephone survey in 1079, found that 59% of 
the 46-A4 year old women had hod a breast physical examination within one year; 
but this may be an overestimate of the number of womon actually/receiving the ex- 
amination. Data concerning utilisation of mammography are flVon more dismal 
Data from the Office of Cancer Communication's national surveyflfhow that only ap- 
proximately 19% of American women overall have ever hn<J a mammogram. It is 
also probable that utilization of mammography is greater for the under 50 year old 
womon in whom the cancer risk Is less but in whom jJuinful masses may be present. 
FDA data records show that two million mammograms were performed in 1980, 
This shows gross under-utilization of the technique and raises questions as to the 
validity ol the data showing 19% of all womon had ever received a mammogram 

Several studies (Battista, 1983; Cummings, et nl., 1988; McDonald, et nl„ 1984) 
have pointed out tho physicians rarely order mammography, and that this is espe- 
cially true in the case of the asymptomatic woman. These same physicians also state 
thai mammography is the most effective method of detecting small cancers. Their 
suited reasons for not using mammography were perceived ineffectiveness and unre- 
liability ol the procedure, low prevalence of breast cancer, radiation risk to the pa- 
tient, and cost. Tho radiation risk concern should not be a deterrent to the use of 
modem mammography techniques and can be addessed' through physician educa- 
tion. I he other concerns may be more complicated and may not really address the 
real reason for the lack of screening. Since clinical physical examination of the 
breast apparently is -performed infrequently, even in the age group at most risk for 
developing breast cancer, and physical examination carries no perceived risk, it 
seems that other factors than cost, radiation risk, questions of reliability* otc, may 
btvplaying a role in the utilization of both mammography and physical, examination. 

The problem of broast cancer is a complex one which should be addressed on 
many levels, i.e., basic research, detection and diagnosis, managomont, professional 
and public education, etc. My recommendations for addressing this problem would 
include tfye following: 

1. Women over 40 years of age should be screened for b feast cancerf* oja a regular 
basis, probably at annual or no longer than 18-24 month intervals. The need for this 
routine screening increases with the age of the woman. 

'2 Screening should be accomplished at Breast Cancer Detection Center staffed 
by exper}* in mammography and breast diseases. The Centers should function not 
only lor screening but for diagnosis and management of breast diseases. 

:i. Radiologists who' interpret mammograms, should Ije specially trained and certi- 
fied, not only in interpretation of mammograms, but in diagnosis and management 
111 all broast diseases and problems. Technologists who perform * mammograms 
«ho\|ld also be specially trained and certified. 

; VJ The equipment utilized for mammography should be "state-of-the-art" and ap- 
prtyviate for the technique (film or xerography) used* 

51 Regular monitoring of the radiographic equipment and patient dose should be 
carfVd out by physicists or physics centers. 

K Pathologists involved with the Centers should have special expertise in breast 
pathology, 'lhts is especially important for the diagnosis of small cancers and the 
atypical benign diseases. , ,» 

7 An interdisciplinary team should deter mini the treatment and management of 
tho breast cancer patient. This is important to assure that all options for treatment 
art* considered and explained to the patient. There should be a commitment to 
breast conservation where, it is possible as a therapy. 
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H Results of the* acrooninm should bo careftilly monitored concerning radiation 
do«o levels, made of cancer detection. Aim of concern detected, nodal statue, biopsy 
rates and biopsy yields If there is no change in the- typo ok cancers detected by tho 
Contort? from those detected in tho clinically symptomatic population, u careful ro- 
ovaluntion of tho typo of population served (asymptomatic or syrpptomatic). tech- 
nique*, level of expertise ol tho mammographer, and biopsy rates should bo carried, 
out. A screening program ova hi a ting asymptomatic women should find significantly 
smaller, less nodo |x>8itivo cancers than aro found in tho clinically Symptomatic pop- 
ulation. ' 4 

9 Long-term follow-up of breast cancer patients should be carried out. This ahould 
include psychosocial support for the patient and her fajrn{l>\ uj\ well as data collec- 
tion y 

10 There should be a commitment to public and patient education concerning 
these matters, especially as to tho benefit of screening 

1 1 Cost of tho screening should rest with the health coverage providers, tho 
women, and tho providers of the service. The health coverage providors (Insurance 
companies) should carefully evaluate the data concerning the cost/benefit of screen- 
ing and consider some provision Hbr covering this type of screening The physicians 
involved should /insider innovative ways of providing low-cost breast cancer screen 
ing Tho womeA should be willing to assume some of tho cost for their own health 
cure * 

Mammography! is tho only screening procedure which has been shown to save 
lives It is a valuable resource which could effectively change the breast cancer mor- 
tality rate in th J- country if effectively utilized. It is our duty to assess this situation 
and find u practtcnl, workable way to deliver this life-saving procedure to our at-risk 
female populati 
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Table I. Distribution b£ Raoo And Clinical Sta^e ;t 
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Table 2. Five ^e*r £uifYival and Cure Rotes 
by Race and Clinical Stage 




Black 



Surv^vaK* Cure* * Survival Cure 



1 
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Regional 
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Regional J 
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Regional to 
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an&*axillary nodes 
Distant 
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73.0 
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'29 
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22.4 
3.2 

46 .1 



20.8 
5.6 

46.9 



13,4 
1.6 

35.0 



SOURCE: Nemoto, et al , , "Female* Breast Cincerr A 
National Survey," Cancer /June 15, 19j30), p, 2'92(K . 
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Table 3. Five Year End Results (Absolute Survival, 
Curo and Recurrence Ratea) in 20,547 
Patients of Breast Cancer in Females Ac- 
cording to Number of Pathologically Positive 
Axil laty Nodes 



Number *of ooet tive 
axillary lymph 
.nodes 



. Total . * 

Observed Survival Cure Recurrence 



0 
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28.9 


13.3 
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22 : 2 
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V 
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58 
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Table A. Percent Distr ibut iofr* by Race, Tumor Size and 
Nodal Status 



White 



fllack 



Negative Positive' . Negative Positive 
nodes nodes nodes nodes 



0 1-1 0 cm * 9.9 , A.O 6 . A 1*0 

1 1-5 0 cm ^.2\ 39.6 45. A 26.0 
\\ -3 0 cm' 16-4 > 20.7 23.9- - 2A.9 
5 If cm A . 6 ' 9.0 1K2 ^ 20.6 

^.Unknown ' 13.9 ■ 26. 7 , 13-1 ' 27,5 

Percent ' 100,0 " 100/0 100.0 100.0 

TOTAL .77.33 62A5 ' • 551 659 



Y SOURCE: Nemoto, et al ., "Femal/ Breast;* Cancer : A Na- 
tional Survey," Cancer , (June 15, 198.0)-, pp. 2920-2921. 
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Tablo 5. Analysis by Ago Croup 
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,3 
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20 


.8 
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8 
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22 


. 1 


81 


5.2 
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70. 


5 
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24 


. 7 


127 


4.8 


2633 


100.0 


1206 


63. 


7 
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34 


. 2 


38 


2.0 


1893 


100,0 



Table 6. Sizo of Tumor 



Tumor size 



(cm) 

0. 1-1.0 < 

1. 1-2.0 
2.1-3.0 

, 3.1-5.0 
* 5 . 1 + . 

TOTAL 



Pa t lent 



No. 

723 
2322 
2076 
1633 

590 

7544 



Physician 
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, No. 
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' No . 
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9, 
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tl.O 
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26,2 


!?: 
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150 
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* 22 
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1 2354 


100.0 


412 


100.0 



SOURCE: Nemoto, et^a\l., "Braaa t* Cancer Daltctiop In the 
US." Journal of Surreal oWoTofty , Vol. 21 (1982), pp. 18ti- 
185 . ' ~ 1 K . 
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Table 7. Extent of Axillary Metaotna{s 



Patient Phyaictan , raphy 
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58.3 
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73 


. 4 
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20. 
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5. 
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,4 


13 


2, 
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7561 


* 

100. 0 


2233 


100. 


.0 


455 
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SOURCE: Nemoto, et al., "Breast Cancer Decoction in the 
US," Journal of Surreal Oncoloft^ , Vol. 21 (1982), p. 185- 
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Table 8. &r*a*t: Cflneir* Detected during the Fiva-Ysor 
Breast Cancer Detection Demonstration Project 
4 Compared with che Four-Year Health Insurance 



Plan of Creator New Ybrk Screening Program 




270 



90 0 



Only 



640 42 | 



Q38 40 7 



A*»40-4# 



» a 



1 283' 100 0 



3? 
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0 0 
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4.0 0 
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4 SOURCE: L. H * Baker, M. D . • "Br ea a t Cancer Detection 

Demonstration Project: Five-Year Summary Report," Cancer 
Journal for Clinlciana , Vol. 32 (1*982),. p. 26. ' 1 
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Tabl« 9, Br«*ffC Can$#ri Strati fi *<i by U**ioc\ i^ixa amd 
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SOl'KCU I,. H. Baker, M.D.. "Broant Cancor Dotoctlon 
Domortflrat Ion Project: Flva-Yuav Summary Alport." Cancer 
Journal for CUniciooo, Vol. 12 (198?), p. 27. ~ ' 



86 



T>bl* 10, 0*1 ic Infoctwtf^on /bout th* European Br#a*t 
C«nc#r Sctt#ning Progrnnnn#» 



fiiM cohort ^cucnmy 
tniurvai 



Pnnwry >crceninc method 



M.uftmnyrnphy 



Rim 

ini*fprt*toiiv>n 



M.nvnvu 
i li.ii) i pOi 

tV.-iherl.tiKU) 
C.inciwl 
-tuiiondii diMu 



: » v<»7 n 

**** ol 
ponuhnnm 

population 



to m 

lunger b<for« 

■Ml-A-J yean, 
t: IK. .mil 



\Udi«»tu(«ru) 
vrjnuxrsudai 

tcrorudioyropby 



H«ndi\iK»yut 



Two i ruined 
radiographic 
(cchmciunft 







„*ni. 




Mcdu^uicmi jnd 


R jdiolo^isi 




• ^«ili«rl,iiU|\t H*?4 


fiV. of 




ccaniucjLuaai only 






(. inifol Uh.1*J Uiwn 


pOpul*' |\lf\ 


j|icr |.V?7 


if tCChfltCIAf^ <UJ- 






Wnhitm 




» * 24 rti 


o«cu abiwmmliiy 










40+ vcofl- 


Oblique 


Radio(0(f\M 








IK- .HI m 










piipuluiiiin. 










><tcru) ■ .tniJonMwd 


v.Vi jy*d 










toftiniumiiv* in iho 


an- r?> vc ; if> 










; -univ 




< 








\Ulmo 




4.V(>^ veurv 


Oblique -ind 


KuJiolo^ui 






'■1** of 




cfantocaudal 






Co»m»i rjrttiomi«d 


population 










mdoiduat rtmaic* 












»n ».im« pnpulnfiun 












Turku 




M-<>0 jearv 




R^diolo^iM 




if inland) IV 7"* 

No ,\mirofs - 


of 

population 


N *- N) m 










n 




Oblique. 


Traihtd Dr who 






of 






c^ammcN ojbjccl,. 




'- — ^;tniii>i f»iur J* nned 


rt£i\trJ&on* 


climcul exam 


' \>t, rcqo&Mtid if 


^nd opinion by ra- 




tifniiar -.li«l^fcC\ 


.If 




clfiticaL jbnor* 
mulny^oood 


Jiolo^i 
S 




i 


* popgl«juon 


duic vearv 




^•imbuttfh 






Oblique 4nd 


Trpjntfd Dt wttb 




o <SLtiil.ind I Ki 


Ml'' 01 


V Ouildiord- 


crtnun.auilrtl > 


a«<vS U) tiillll* 




* rl ( ■ nifol CamHJ 


fviputcJh.t/i 






cal datu. 2hd «ipm* 












ion by riidiotu^st 


J • 


.* • * 










o 












1* 
















+ K * 




Mb 








4 


m 


s * 








*? 






4f 



/ -f 




89 



■'A 



7^ 



86 



Table 10. Basic Information Aboufr Chi 

Canper Screening Pt£grw$me^( 



xopean Breaat 



Two 

a radiolopnt 

Radi^raphK 
technician 



Trained 
•nurses 



framed Dr 



Oinit-ii * vunumuion I utiher 
m.imm^Mphic *>o\v ihcfnio- 
graphs (iihittogmphx and 
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l»)«tOffophy. and nwdl* 
uplration cytology 
Itvl 000 screened 

Ai Falun 
WM.OOO greened 
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Oblique view ntmnrnofifuphy in 
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SOURCE: Cad, oc dl/T "Screening for Breast C^nc.er.-in 
Europe: Achievements, Problems, atfd Future, " Recent Results 
Cancer Research , Vol. 90 (1984) , pp. lfr2~18Tr 
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) Table 11. NEietlmate of 'the Expectancy GainJ and Loases 

^f^« Screening* 



Number of Year» of 1 1 f o expectancy per 1,000 women, ecreened 



Age at 

Entry 

(Yeora) 



Gain from annual 
screening 



Lose per niammographic ex- 
amination ocqordlng to 
<jose (red) 



First 



Second 



0.1 



-0.4 



0 ,-8 



33-39 
40-44 
45-49 
50-54 
55-59 



6.3 
15.3 
27,7 
21.3 
15.7 



2.8 
7.5 
11.4 
1.7 
4.8 



-0.09 
0.06 
0.04 
0.03 
0.02 



0.-36 
0.24 
0.16 
0.12 
0.08 



0 . 7 
0.48 
0 . 32 
0.24 
0. 16 



* Table modified from Siedman 1977 tip assume risk factor 
' of 3.3 excess cancor s/mll 1 ion women /year/rad at; the^iosea 
given. 



0 



SOURCE: S, A. Feig, '"Benefit's and Risks of Mammog- 
raphy, 1 ' Racont Results in Cancer -£e9£gl£h , (1984), p. 22. 
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JMs. Oakar. Thank you very mftch, Doctor. 
Dr. Hubay? 

STATEMENT OF CHARLES HUBAY, M.D. 

Dr. Hubay. It's an <honor and privilege to be here today. « I do 
want to bring some encouraging facta about therapy of ifreast • 
cancer this morning. We have heard mainly doom and gloom this 
morning, and as you will notice, all the women at this table this 
morning that were testifying are alive and apparently well, some 8 
to 10 years following their surgical procedures, and I think that 
sj^eakj} something for the medical profession, that we have at least 
beorTable to help a number ofwomen achieve long-term survival, 
without evidence of disease. 

One of the/.hing8 that 1 do not want to get into today is the 
^ merits of oM proceduw over another, except to reemphasize what 
pr. Crile has .told us this morj/ing, that we are no longer finding it 
necessary to do the old-fashio/ed, radical, operation, except in very 
unusual drcumstancesrwhe* the tumor is so(large it's grown into 
the muscles, fiWe have toiake off the muscles of the chest wall. 

Modified, radical mastectlmy remains the gold standard of treat- 
ment for breast canceV in Cnis country today. However, with earlier 
diagnosis, perhaps some of the lesser procedures that we are doing * 
and I do them, partial mastectomies, things of this sort, for very 
early 'Carcinoma in situ have* a role. 

The incidence of hreasU cancer, as we nave heard this morning " 
over and over again, does affect a large number of American 
women. And it is one of the two leading causes of death from 
cancer, the other being carcinoma of the lung, secondary to clga- 7~) 
rette smoking. 

Now, untreated breast cancer is • /atal. About 80 percent of 
women with untreated breast cancer will die within 6 years. The 
vast majority of them are deadfand tone at the end of about 3 
years. We do know, however, thamrty treatment and detection of 
brwaat eanc£r..is_very effective. We Have data from our own-studies 
of 5 cooperative study, funded by NCI, which show that if we can J 
get the tumor early, before it spreads anywhere, that over i)0 per- 
cent of our women are alive at the end of ! Shears. And I've docu- 
mented that as appendix A in my testimony. 

One can see, by scanning the data, that of patients who have a 
hormone receptive or responsive tumor, and have a modified radi- 
cal mastectomy, oyer 90 percent of them are alive at the end of 5 
years, ft's not perfect but it's a far cry from the untreated patient 
in which only 20 percejjMue alive with cancer at thprend of 5 
years. ' 

Ms. Oakar. You can test that hormone receptor because for the 
benefit of lay people like myself 

Dr. Hubay.' I be coming to that in a moment. 

Ms. Oakar. OK; I'm sorry. 

Dr. Hubay. I just wanted to point out that in over 600 women 
that we've done modified radical mastectomies on, over 90 percent 
of the women who have a hormone receptive tumor are alive at the 
end of 7 years, which is a far cry from Uhe previous data that's 
available in any other form of treatment, * 
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^ Well* unfortunately, o large number of women get to us too late. 
They may have very tiny (jumors and they have already spread 
throughout the body, as Dr. Threatt just pointed out. 

Not all women, however, «have systemic disease at the time the 
diagnosis is made, I would think that' if that were the case, our 
data showing 90 percent alive, 90 percent survival at v 7 years for 
earlier breast cancer would belie some of the ideas that have been 
presented hfere today. 

Now, unfortunately there' are a number, of women, and we have 
a number af black women in the city ofjClevaland that are on our 
study, some of the black women that we'seefl our clinics and our 
practice at our hospital have a worse prognosis; also in appendix B, 
as noted here, one can see that the women who have estrogen re- 
ceptors, do better than \vomen who do not have these hormone re- 
ceptors in their breast cancers. The exact reason <4br this is un- " 
known. Perhaps they are more aggressive tUmors from the very be- 
ginning and, therefore, ,tend to spread throughout the body. The 
survival and recurrence rates are not as favorable as they would be 
in a number of other women. 

Lymph node involvement remains the most important factor in 
the prognosis of breast cancer. Women who have no nodes in- 
volved, that is, the tumor has not spread from the breast to the 
axilla, are best survivors. Of women whose nodes are completely re- 
moved and analyzed, if one to three nodes are ipvolved^with breast 
cancer, their survival rate is better, far better, than women who 
ha ve^ four or more nodes involved. We, have shown that if women 
have more than four nodes involved, about 80 pfercent of these 
women will have a recurrence by the e o nd of 5 years, , 

So, Ilhink this points out again that the earlier we can make 
the diagnosis and institute some sort of effective therapy, we have 
a much better prognosisin these particular patients. 

For about 10 years, thanks to some of the pioneering work by Dr. 
Jensen and Dr. Maguire, we have been able to ascertain the hor- 
mone receptiveness of certain breast cancers. We find that if we 
evaluate our breast cancer patients, about 76 percent of the women 
that havejbreast cancer will have estrogen receptors and progester- 
one receptors in the tumors. 'We know by following 1 these patients 
and treating them with various forms of hormone or antihormone 
therapy that this group of women do much better than the women 
'who do not have estrogen receptors in their breast cancers. 

The hormone receptors, give us another clu& as to therapy pnd 
will be helpful in the long-term solution and treatment of the 
breast cancer problem. 

Ms. Oakar. Do you treat that, then, Doctor, for those women 
who have this positive receptor, do you treat that, then, with medi- 
pation, t>r how do you treat itf ; 

Dr. Htjbay. Yes. We have — fortunately, 6n the horizon are some 
antiestrogen drugs. I don't know whether I should mention the 
trade names of these drugs before this hearing, but Tomoxifen is a 
commonly used term for one of the antiestrogen drugs. And in our 
studies- we have shown that treating women with estrogen receptor 
positive tumors, with" the antiestrogen 'drug tomoxifen, that the 
long-term survival and disease-free survival are improved both in % 
the postmenopausal and the premenopausal group. v 
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Ms. Oakar. After the woman has surgery, should they be taking 
this if they have that r6cepfcor> should they be taking this kind of 
drug? . * , 

Dr. Hubay. We think that they should, particularly if they have 
positive lymph nodes. If .the lymph nodes are free Of tumor, we 
don t know the answer to that, Ms. Oakar. 

Ms. Oakar. I see. f 

Dr. Hubay. But we are instituting studies no\v and studies ai% 
underway in our own laboratories. 

Me. Oakar. There is an FDA controversy aboift whether you 
allow that drug to be used for women with breast cancer and don't 
have the, perhaps 

Dr. Hubay. The FDA today, I think, has limited its use in wide- 
spread breast cancer. ~ * 

JMs. Oakar. Yes. 

Dr. Hubay. I think emerging data will force them to change 
their mind and make it available to us for treatment for lesser in- 
volved patients. " : 

Ms. Oakar. Right 

Dr. Hubay. Since modern d&y therapy is effective if carried o^t 
earfy for breast cancer, the greatest needs, as I see it, are diagno^ 
tic methods to complement the physical examination. MamrfUW 
graphy, if more widely available, wquW detect cancer earlier and 
save lives. " / 



The nuclear magnetic resonance examination; the NMR's that 
we're hearing a lot about-today, are being used on an experimental 
basis at our own hospitaJL It is now emerging as a better method, 
perhaDs, to detect tumors, but at the present time is not widely 
available. It is used in our own institution to help clarify tumors 
that are problems in certain patients. ; 

We continue to stress that early detection and treatment of : 
breaSt cancer results iVi long-term disease-free survival. Our goal 
sh6uld be to wake available to all women in this country an eco- 
nomical and effective diagnostic method to allow early therapy for 
the cure of this devastating affliction. And I appreciate the oppor- 
tunity for presenting some of oijr research data before this commit- 
tee. 

[The prepared statement of Dr. Hubay follows:] 

Prkpahkd Statkmknt or Chakiks A. Hubay, M.D., Prokkssor o* Suroicry, Cask 
> Wkstkrn Rkssrvk UNiyicRfitTY, School or Mrdicink. Clkvkland, OH 

The incidence of breast cancer hag been increasing and now is estimated to devel- 
op ii^ 1 of 1 1 Amorican women. It is also one of tho two leading causes of death from 
candor. 

Untreated cancer of the breast is fatal in 80% of women within five years. Early 
detection and treatment is oftectivo, however, resulting in over 90% survival at five 
years. (Appendix A) Our data has shown that cortain black women with breast 
cancer havo a worse prognosis for long-term survival. (Appendix B) 

Unfortunately* a largo number of women with breast cancer will have spread of 
tumor to Ivmph glands in the.axilla by the time the diagnosis is ostablished. Lymph 
node involvement remains the dominant factor in prognosis for long-term disease 
free survival. Observations of nation ts with lymph node involvement have showp 
that breastntonccr patients with 1-8 nodes involved with tumor have a fetter long- 
term prognosis than patients with 4 or more involved nodes. (Appendix C) 

SHitHes over the past decade hove demonstrated the presence of hormone recep- 
tors in human breast cancer cells. Huhny and colleagues in their long-term clinical 
trial on women witft Stago I (no positive nodes) and State 11 (positive nodes) opera- 
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blo breast concur have shown that woman with breast cancor containing hormone* 
rocoptOQi (estrogen unci progostoronoj have a significantly longer disease free surviv- 
al (Appondix D) and ovorali totg/ survival. (Api>ondix E) Thoy have also shown that 
tho ttnU oatrogon drug Tamoxifen (Nolvadex) Ih a useful drug in both, pro- and post- 
menopausal breast cancor patients with estrogen receptor posftive tumors, 
- Sinco ^modern day thornpy ie effective if carried out early for breast cancor. tho 
greatest needs are diagnostic mothodn to complement physical examinations. Manv 
uiography. if more widely available would detect cancor earlier and save lives- NMR 
(Nuclear Magnetic Resonance) <vTamination is npw emerging as a method to help 
clarify tumors in problem patients 

Wo continue to stress that oarly dotoetion and treatment of broast cancor resujta 
in long-tortn disease frt>e survival. Our goals should lx» to make available to all 
womoo economical and effective diagnostic methods allowing early therapy for the 
-i cure of thus devastating affliction. * 

(Soo appendix 2, p 182 for additional material submitted for tho -record by Di\ 
-Hubay) * 
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Ms. OAKAJt^WeTl, we think it's important and we're delighted to - 
have you here, Doctor. < 

Unfortunately, the questions I have will hatfe-to'be quick ones 
because we have another panel and they^re outstanding as well. 

Dr. Wynder, you talked^afebut dietary fat atad you're* sure, I think 
you said, that ther^sjp/real connection between diet and the pre- 
vention of cancer. Let me ask you a question. Why don't doctors, * 
after a woman knows she has cancer, arid let's say she has the sur- 
gery or whatever it is^she's supposed to have to be cured, why don't 
doctors tell her something about diet? You .were talking about pre- 
vention. But let's deal with the cancer patient. Why don't doctors * 
do that and give an individual a diet, let's say, 4 to follow, or some 
w guidelines? It's almost as if they leave tfrem high and dry after— 
not all doctors, but I mean some of the problems that women seem 
to communicate is, "I just don't have any kind of Advice as to what 
I should do or not do"? * 

Dr, Wyndeu. As you know, most doctors haven't been particular- 
ly well trained in nutrition in medical school. That may b^ one 
reason. % 

* Ms 0/vkar. You mean medical schools should emphasize the 
knowledge of diet? - * 

Dr. WynMr. Yes. I think with trials now being conducted by the 
National Cancer Institute on the low fat diet on postmenopausal 
stage II breast cancer patients, some early results could be forth- 
coming withi*T2 years of the trial. Then if the trial is positive, the 
National Cancer Institute, no doubt, wonld provide better informa- 
tion to doctors. In the meantime, statements made by Dr. DeVita 
from the National Cancer Institute md by, the, American Cancer 
Society, should be distributed to physician^ Certainly,^ if I were 
treatfag breast cancer, there is no rfeason why I cannot apply a 
low-fat diet even today, because 'one thing is sure about a low-fat 
diet^it doesn't do any harm. In addition to possibly affecting your 
breast cancer there are a variety of other diseases that would bene- 
fit from a low-fat diet. *\ 

Ms. Oakar. Can you give us a quick idea about what you're * 
saying when you talk about a low-fat diet. 

Dr. Wyndj&k. Right now Americans consume about 40 percent of 
their calories from dietary fat. I'd lik^ to see this reduced to 25 per- 
cent of total calories. 

The dairy industry should provide us with low-fat milk, meat in-» 
dustry with more low-fat meats, and housewives and mothers who 
are responsible not only for what they eat but for what the entire 
family eats, should become mo/b aware of where most of our die- 
tary fats come from. ( 

In the adult population some 40 percent comes from meat 
sources, some 20 percent comes from dairy sources, and the other 
40 percent are hidden sources coming in part from the way we pre- 
pare fish and meat. In children it's quite reversed. Some 45 percent 
comes from dairy sources. 

It is particularly important to provide our children with the ap- 
propriate dietary intake vei^y earty in life, ,^md particularly we 
should start cnildren in low-fat content of dairy products. 

Ms. Oakak. Dr. Criljp, you mentioned a number of things and, of 
course, how important is it to women in terms of the psychology 
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behind how a woman would be affected psychologically by> let's 
st\y» having a radical mastectomy? We had one person who oovious- 
Jy was deeoly affected and the mmily by the manner in which she 
\ Vwas treated in terms of a radical mastectomy that she jMieves was 
not necessary. , - | 

• Does that irrvolve — is that in any waV involved in the curing of 
the cancer, the stress and psychological impact that takes place 
. when you— I 

Dr. Chile. I dbn't think so. ' > 

TMs. Oakar. You don't think so? 

Dr. Crijje. t don't thihk itV related to he, cure at all. 

Oakar. Then why not be more sure by having your entire 
breast removed rather bhamthe lump removed? I guess if it's not 
related to the cure, what's the benefit of just taking out the' lump 

> when that's the only necessity? ' 

Dr. Crile. She feels intact. ^ ' 
Ms. Oakar. She feels^Jbetter about herself? 
Dr. Crile. She feels intact. 

Ms. OAKAR.NLguess that's what I was trying to infer. 
Dr. Crile. Yes. 

Ms. Oakar, When I mentioned cure. 

Yoii mentioned the immediate reconstruction for those women 
who do have to, let's say, have a mastectomy. 

. D>. Crile. Right. , * * ^ u . 

Ms. Oakar. Are you talking about immediately? 
Dr. Cril£. That V about 30 percent We're handling now about 30 
* percent as a partial mastectomy without radiation, about 30 per- 
cent of the lumpectomy with radiatiotf and about 30 percent as 
modified radical, 1 * / • 

Ms. Oakar. But let's say a person had to ijave a modified radical. 

Do you then reconstruct the breast right * 

Dr. Crile. Right then. 
Ms. Oakar. Right then and there? 
; Dr. Crile. Most of them. 
Ms. Oakar, Most of them? 

Dr. Crile. YeS. . ' 
Ms. Oakar. What about if the patient hasJhad radiation? 
vDr. Crile. Well, you*see 

^^JMs. Oakar. And then you had to have your breast remoVed? 

Dr. Crile. There aren t very many* of those who have preopera- 
tive radiation withput that being pprt of the designed program. *We 
are not doing very many mastectomies after radiation* Radiation is 
a problem, always, with reconstruction. But all sorts of complicated 
1 reconstructions can be done, sliding in flaps of \mVadiated skin 
from elsewhere. That's a more.comphcated problem and a rare one. 

Ms. OaKar. Right. 
0 Dr, Threatt you and Roseifcushner mentioned the problems— ^ 
lot of women, for example, are afraid to get a mammography be- 
cause th€# heard years ago that there was too much radiation in- 
volved. Ahd yet we think— I think all the doctors are saying early 
detection is important. 

And you were stressing equipment in training, and Rose did too. 
And she mentioned, I believe, that my own State of Ojhio does not 
mandate that there's licensing involved with radiation. 
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k .What should we be doing, as legislators? Should we be legislating 

that or should we just insist that they be trained better? Or how do 
we detect— how does a hospital know if the equipment is — is there 
somte type of equipment that is better than, others? Can you just 
get into Xhat briefly for a few seconds? 

Dr. Thrkatt. There are two ways to do mammography, and they 
require quite different kind? of equipment. To ao film mammo- 
graphy you must use a machine that <joes only mammography. It's 
designed for that. For xerography, regular x-ray equipment is used. 

There is essentially no monitoring of radiation levels. I guess the 
States are responsible for that. I have been in practice at the Uni- 
versity of Michigan for 14 years. I've never seen anybody come in 
to check the radiation levels. 

Ms. Oakar. So, you think that the States should be checking the 
radiation levels periodically? 

Dr. Threatt. Yes. They should be.doirig it ih a more active way 
than they are. 

Ms. Oakar. Right. 

Dr. Thrkatt. I think in the large hospitals, the large clijiics, 
there probably is no problem. The radiologists are very aware of 
the situation, not iust for mammography but for all procedures. * 

But in the smaller hospitals and clinics this may be a different 
situation. So, I would think that the responsibility should lie with 
the States. 

Ms. Oakar. Right. But that itVimportatit and that it's not quite 
being done now? x ^ 

Dr. Threatt. It's very important that it Be done^nd really I 
don't know how well done U is. X. 

Ms. Oakar. I see. ° . 

Dr. Hubay, I know- you've been doing really wonderful research 
in various areas and I know that's in your paper, and we do have 
another vote, unfortunately /but I'm going to ask you this question 
and maybe you can respond to it briefly. What is so magical about 
I saying that a. person or implying that a person — why do we choose 
live years as the magic number? Shouldn't it be 10 years, you 
know, after surgery? 

Some of the patients, by tlhe way, just had surgery. Not every- 
body has hadT-that appeared this morning had had their surgery 
for 8 or 10 years. S<?me just had it 2 years ago. Why do they choose 
fiVe years? *"...» 

•/Dr. HIjbay. I think that this goes back to the whole era where 
the radical -operation was done, and I think that the initial data 
wa^o promising at the end of 5 years that was sort of the stand- 
. £rd for other results. t 

Ms. Oakar. Should we raise the standard to 10 years? " 
Dr. Hubay. There are mahy of us that feel that breast cancel, 
perhaps, is 'never cured until the woman dies of something else at 
a^e 99. Then I would say she's cured. I prefer to call it long-term 
^sease-free survival, attne present time. 

SincS Ve are, seeking the facts and information, I would like to 
reemphasize today that when we're talking about partial mastecto- 
my* or lumpectomy, I think all the women here and elsewhere 
should realize that in 35 to 40 percent of instances, if one does a 
simple removal of the breast cancer in one area, breast cancer will 
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bo left behind in foci in about 36 or 40 percent of women. This has 
been will established by Dr. Rosen,- a pathologist at Memorial Hos- 
pital. , 

Now, that doesn't mean that the tumors cannot be treated. But I 
want them to realize that they are taking a chance on leaving 
tumor behind. There's no scientific argument about mvUticentric, 
residual carcinoma. 

Ms. Oakar. Dr. Crile, did you ever respond to that? 

Dr. Chile. I agree. I'm sure that we have that much multicentric 
cancer. The sad thing and the disturbing thing to me^is that both 
Dr. Hubay and I have the same situation in our prostates right 
now, because about 50 percent of the people of our age have the 
same type of cancer in their prostates. And we're not rushing in to 
get a prostatectomy.' 

Ms. Oakar. I see. Well, what if a person has carcinoma in situ? 
Should that person have her breasts removed or should we say that 
that can be arrested. What should we do about that situation? 

Dr. Crilk. This is a very well localized, very early lesion. If 
there 8 no invasion, I think simple excision is sufficient in a large 
« number of woiriten. 

Ms. Oakar. I want to thank this panel very much, and we prob- 
ably will have some other, questions for the record, in writing, to 
you I hope no one leaves because we have a final panel that is just 
outstanding, three more witnesses, and they're. absolutely incred- 
ibly outstanding. So, I'm going to go vote and I win be back in 5 
minutes. 

fBrief recess.] 

. Ms. Oakar. Our next panel is a very distinguished panel as well; 
Dr. Alfred Knudson, a senior member of the Fox-Chase Cancer 
Center, Institute for Cancer Research, in Philadelphia; Dr. Philip 
Strax, the director of the Guttman Breast Cancer Detection Clinic 
of New York, and Dr. William Feller, here in Washington, DC, who 

\ is the director of Georgetown University breast cancer followup 
study project, among-other things. 

Gentlemen, we're equally delighted' to have you here and we're 
very grateful because we know you're very busy people. As are the 
other individuals who testified. , ' 
Di'. Knudson, would you like to begin? 

PANEL THREE: CONSISTING OF ALFRED KNUDSON, M.D., PhD., 
SENIOR MEMBER, FOX-CHASE CANCER CENTER, INSTITUTE FOR 
CANCER RESEARCH, ^PHILADELPHIA, PA; PHILIP STRAX, M.D., 
DIRECTOR, GUTTMAN BREAST CANCER DETECTION CLINIC, 
NEW YORKr-toY; AND WILLIAM FELLER, M.D., DIRECTOR, 
GEORGETOWN UNIVERSITY BREAST CANCER FOLLOWUP 
STUDY PROJECT, WASHINGTON, DC v , / , 

, STATEMENT OF DR ; ALFRED KNUDSON 

Dr. Knudson. Thank, you, Ms. Oakar. I too wish to thank the 
subcommittee for the opportunity to speak on £he subject of cancer, 
I have submitted a paper, which I do not intent! to.read. 

It can't bear too much emphasis that environmental factors are 
important in many cancers, and particularly in breast cancer, 
where the oriental migration studies have shown quite clearly that 
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something in, the environment must be invoked to explain capcer 
differences between Japan and the United States. NowVve impli- 
cate smoking and diet as the two rriUjor $nvirohmentnl factors for 
many,, cancers/ f ^ 

There have been great frustrations about cure rat^s for cancer. 
The mortality of most cancers has not changed mucl^ as you know, 
in 30 years, except for lung cancer increasing markedly and stom- 
ach cancer decreasing markedly. There have been some spectacular 
impipvements iufcure rates "for some cancers, but, unfortunately, 
these are mostly for rare cancers, notably those in children, Hodg- 
kins disease, testicular cancer, and po on. 

Ms. Oakar. Doctqr, is it because, for -example, with respect to 
leukemia, you know, \ye had that hospital of Danny Thomas and 
others. Is it because, as Rose was trying to point out, I think* earli- 
er, that w£ have really zeroed in pn leukemfa; studies that and de- 
termined, we were going to do something about. sotne diseases and 
not so much on breast ca#iqer? I mean, does th#t play a role in it? 

J)i\ Knudson. I personally do not think *fco, I thirjk there is a dif- 
ference in the biology of these tumors. 
Ms. Oakar. I see. 

Dr. Knudson. When I Was a medical student, no child had ever 
been cured of leukemia. And the cure rate is now 60 percent. You 
remember that leukemia in a child is generalized through the body 
when its diagnosed. Yet, we cannot cure any of the common adult 
canCers with chemicals when they have spread through the body/ 
So, many of us feel that there needs to Ibe some whole new ap- 
proach to the treatment of generalized cancer of the more common 
typ*s. ■ „ 

I'd like to say just a few words, then, about where we are in/un- 
derstdnding cancer. It's now generally regarded as a genetic dis- 
ease of our body's cells. That is, in mpst if not all cases, the genetic 
constitutioh*i>f the v cancer cells in a i^raon is different fromythe ge- 
netic constitution of the other cel^^Wne body. 
. Two questions are very impowHtt One is, what causes .this 
change? And'the other is, what is ^Blbange? The first would have 
»* c importance for prevention and the JRid for treatment. m 

If mutations are very important? vre*must remember that tnufa- 
/ tions occur spontaneously. They are important for evolution. They 
occur at some spontaneous background .rate and this leads us to 
think that we will always have cancer, because it will occur sponta- 
neously to some extent. My own estimate is that about 15 percent' 
of cancer ip the United States is owing to spontaneous changes. 

Some individuals are born with a genetic change in all the Cellp 
of their body that increases their risk for spontaneous cancer.* We 
call this hereditary predisposition to cancer. A very strong predis- 
position, I think, accounts for perhaps 5 percent of the cancer iij 
this country. Fpr example, there are at least three different heredi- 
tary forms of breast cancer, and somewhere around 5 to 10 percent 
" would be the total for hereditary forms of breast cancer. 

. Now, we know that the genetic constitution of cells can be 
^changed by hereditary agents, radiation, chemicals, aud viruses. 
But when we say 80. percent of cancer is environmentally induced, 
We must remember that the people that get cancer as a result of 
this exposure may not be random.individuals. They may be geneti- 
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cally predisposed to environmental carcinogenesis. This is a suWect 
• under" intensive investigation at the present time. We would like , 
very much to 4uiow whether tchere are, for example, certain people 
whQ should not smoke— well, many of us think no one should 
smoke but' it may turp out that some smokers are much more 
^ likely to get cancer than others. f - 

As far as understanding what's wrong in cancer, there is a lot of 
excitement at the present time. Many people in cancer rqs^rch 
feel that the work of the last 8 or 4 years in cancer is cominfe to a 
head and that in the very near future we will ijpderstana how 
som$ cancers originate, and what is wrong in them. 

I can't promise you that that will lead to new ways of* dealing 
with cancer. But we think that it can't hurt. 

The breakthrough came as a Result of, really, the large virus pro- 
gram of th$ National Cancer Institute, and the subsequent discov- 
ery that some 

Ms. Oakar. Was that financed through Federal- funds? 

Dr. Knudson. Yes, * * 

Ms. OAKAR,"Witbout those funds we might not have had it? 

Dr. Fklijcb. Accelerated funding. 

Ms. Oakar. Right. * 

Dr. Knudson. It had a great impact because it taught us about 
4 two classes of viruses, among other things, one of which causes 
cancer because it has a special gene called an oncogene, that turns 
almost every cell that the virus hits into a tumor cell. There is an- 
other class ,that causes cancer at a very low rate and does not have 
any oncogene. It was discovered that when this kind of virus does 
cause cancer, it does so by Sitting down next to ah oncogene that 
the host has. We are the ones wno have the oncogenes; some vi- 
ruses have carried them away and cause cancer easily, While others 
must find one of QLU^ificogenes, * 

Of course, these oncogenes aren't there to make cancer in us, 
and one of the objects of research in this field is to find out what is 
the normal function of oncogenes. But when they work abnormally, 
they seem to cause cancer. 

We do nt>t need to have viruses to turn on these oncogenes. They 
can be made abnormal by radiation, chemicals and other means. 

I have been interested in another class of cancer $ene, which I 
call anti-oncogene, and wfaich is associated with hereditary cancers. 
The study of two children's cancer retinoblastoma and Wilms' 
tumor, has been particularly fruitful in this respect, and has 
taught us that this is a different class of geije from the oncogene, ' ^ 

Some children with retinoblastoma have a« hereditary form and 
some have non-hereditary, and I remind you that the^ same situa- 
tion applies to breast cancer, We have discovered in retinoblastoma 
that< tne hereditary and non-kereditary form both begin with the * * 
same genetic abnormality, and we think that may be the case for 
breast cancefvSo, the study of hereditary breast cancer could not 
only help us inndentifying persons at risk, but it might also tell us 
about the basic affect in tne non-heredHary form, Because it has 
done that in these two children's cancers. 

I'd also make a plea that we, in cancer research, not dedicate too 
much attention to just one kind of cancer, because iwe often Warn 
from one about another. I'd also like to poirilrout that oncogenes 
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have now been found in yeast oells, in fruit flies, and in other orga- 1 
nisms, and the jBtudy of them thete may very helpflil. * 

i conclude by saying that some amount*of cancer seems to result 
from spontaneous biological processes that are not avoidable, and 
v we'll have to live with-it, so we should continue to be interested not 
only in prevention but also in treatment. 

Second, m^jor changes in cancer incidence require new preven- 
tive measures, I don't need to elaborate on that. Finally, major 
changes in cure rates retire some new therapeutic approaches, 
and they current research on cancer mechanisms is the best bet for 
finding such new measures at the present time. 

(The prepared statement of Dr. Rnudson follows:) 
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Prwarcd Statkmkxt or Alpkkd G Kxcmq*. Jr.. M D., PftD , Skniou Mkmiikr 

lNSTlJL'TKJfOK CaNCKR RsQCARCU. FOX CHASlZ CaNCKK ClCN r TKt\PHItAl\ELPKtA ; PA 

Cancer Ib the second killer in industrialized nat^iooo. There, are numer- 
ous kinds of^ cancer And their, incidences varjf coneidorobfy world-wide, for V 
example, the four major cancer' killers In the USA and China qhqw no overlap," 
Studies' of migrant* and of variation^ within natlono by year, geography, 
occupation, nnd personal: habit* nil suggoot that ipuc^ ot colicor. in environ^ 
mutually induced. 

Th °^iT Cjcl<?nC0<? ° f m0llt cftnc * vo increase greatly with ago, This restore, 
hac boonTfclated to experiment* work indicating that cancer generally oriooa ✓* 
in two or more steps; some coll of tho body must undergo p* 0 r more ^ 

changes*" to bo tTansforwed Into a cancor coll, ■♦which then multiplies in an 
uncontrolled manner. The older a person is. tho more likely ho or she in to 
hnrhor coUa that )\nvo accumulated one of theso otopo. 

Tjv th/> USA over the past 30 years or bo there v hovo boon few truly major 
changes In the incidences and euro ratx«o for most cancer*, Tho most extreme 
changes have been a groat increase in lung cancer and a striking decrease in 
stomnch eancur. Smoking nccounta for tho former, whereas changAs in food ■ 
handling nnd/ or djat may account for tho latter, 

Spoctaculai Improvements in euro rntoa have been accomplished for some, 
rare cancers, o>g.> ncuto leukemia nnd several other cancers In children, 
Hodgkln'o disease, testicular enncor, and choriocarcinoma, EvdYi very early 
diagnosis has- helped surpr isinp^y little for *mont of the common cancers, 
causing many Invest 1 gators to concentrate tltolr attention on the biology of 
cancer in tho hope of generating new ideas for treatment/' 

Cancer fa now generally regarded as a genetic dioeaac of somatic cells, 
i.e., in most, If not all, cases tho.gcnotlc constitution of cancor cells lo 
different {mm that of tho other cells of the body. 

Two questions sotun Important: 

1. What causes tfois change? 
2> What is the. change? 



Causes : 



1. Mutations occur spontaneously nt some background rate, so we 
should expect to hnVe some level of cancer olwaya. These arc 
prdbably about 15 per cent of cancor o in tho USA. « 

2. Some individual a nra born with a genetic chance in all eel la 
that increases their risk of spontaneous cancer^ those heredi- 
tary cancers probably account, for no more than 5 po* cent of 
cancer. There seem to bo nt least 3 hereditary fprms of 
breast cancer, for example. 

3. The genetic constitution of cel^s can be changed by environ- 
mental agents, notably chemical** radiat'lon, and viruoes, 
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loading jo induced cancers. This and tho next cntogory 
together may account fot 00 por^CQnt of cnuoor in the USA. 

Somo jin^lvlduala are born wjith a genetic prod io poai t Ion to 
environmentally Induced cancer J, o,g„ , white persons ore more 
susceptible to sunlight- Induced cancora than are black per- 
sona* We do not know how much "environmental ly Induced" 
cancer io. occurring to ouaceptiblo persons. It could bo a 
large fraction. There io a nignit leant body of ongoing 
research donling wit.h mechanisms of auvcoptlftillty and identi- 
fication of subjects at high risk. 

Tht principal environmental agent a that cauao cancoV in tho 
USA are thought to be A amoking (about 1/3 of cancer deaths, 
chiefly lung and bladder caticor)., and diet (chiefly breast, 
colon, uterus, atu^ prostate cancer)* Tho*o ia a strong 
correlation world-wide between tho Incidence of these letter 
cancora and animal fat consumption. Active program* of 
research nnd oven dietary intervention are in progress* 



Meclmn i fitna : 
1. 



2. 



Somo vix^uoea cause cancer by carrying specific genes, called * 
oncogones > Into the host cell. These genes constitute o 
er it leal a) to ration in the genetic constitution of the host 
Col], These viruses aro very officiant cancer producers but 
they account for little or no human cancer. 

Some rolated vlvuooo cause cancor ut a t much lower rate. They 
lack oncogenes* They couse cancor *by incorporating their, 
genotic matorinl adjacent to normal oncogenes of tho hoot* 
The "j^lrst category of viruses wns probably croatcd when 
members ol this second category .then escaped from cells carry- 
ing a.11 or part of the host onc^genea with them, 

- , •? 

Cancer can . ovidontly bo caused in some cases by directly 
altering tho structure or the activity of. hoqt Oncogenes 
without tho intervention of viruses, by spontaneous or envi- 
ronmentally induced events. Tho detailed study of a rare 
cancer that occurs primarily in children, Burkitt'a lymphoma, 
has been particularly informative* 
. r . 

Another class of cancer gentfs, Which 1 call sfttl-oncogones, 
has been identified through tho study of hereditary cancers. 
From th«? study of two childhood cancers, retinoblastoma, an 
eye cancer, and -Wilms* tumor, a kidney caujeer, it has boon 
demonstrated that the Inherited mutations ar^ the first attos 
on tho paths to these tpanccra. The same changes occur in tlSj i 
target organs In the non*-horedltary easel of thooc some 
tumorn. A second evont t la necessary in byth the hereditary 
and non-hereditary cases; it io the loss of/the normal copy of 
tho name gene on tho other chromosome of 'the relevant pair. 

Normal anti-oncqgones may bo regulators of norma^ oncogenes, 
so tho production of cancer by oncogene abnormality and by 



113 



no 



) 



Knmloon page 3 



Conclusions s 



2. 



u 5 c 



lo«« of anU-oneogjmoa may entail tho «a«« ultimate mechanic, 

Tho». two cUoooo of gonoa, boco 8 on CB and anti-oncogones, are 
««a«t »„fn»iv. atMdy, both for the elucidation of their o?o 8 
cn " cor n " d tot th <»^ role* In the uou«l development ot 
»W Bm . Tllay obvtoucly do not oxiat to oauao cancer. They 

CoT.rSn .T 1 U " fnnR ° 0< "W" 1 ""' ln OnCOgLo 

< ^ f ? T y ° mi cel,n ' If ««y oven bo that Roy 

nfoma tion about, th^p may derive from tho etudy of organlomo 

that do not acquire cancer. ^ Hnnjqow 

° f "T 05 " D *°™ t0 roauU f *<* "Pont»neou 8 bio- 
logical processes thtrt ate not avoidable. » ' 

Major changoo in cancer incidence require now prtwrltive 
meeouree. Current ronearch enhcitr oaueation Zl hole 
reduce especially thoae cence^ that are related to d£t. ' 

C^r«nr" n ,T 01 l l ral0 ' rC(,ulro n ' V therapeutic meaauron. 

ZIC*1 °* cnucot mQcha "*°™ «y i-a to such nt- 
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Ma. OAKAiXThafs very interesting and a our© (ok tt gives a ray 
of hope that you're on the trail of this dreaded disease, in conquer- 
ing it, it seems to me. Thank yoitvery much. 

Dr. Strax? ~ ■ ; 1 

STATEMENT OF DR. hllUP STRAX ■+ 

Dr. Strax. Th'ank you very much for the privilege of testifying. I 
find the previous speaker's remarks very exciting and I hope that 
we get somewhere with this. But I'm a 'very practical individual 
and Hi would like to talk about what can we do about breast cancer v 
now, before we have found the real secret? 

Breast cancer, let me recapitulate, is a disease women in this 
country fear most; We may not have An actual breast cancer epi- 
demic at this tim<v but we surely have an epidemic of fear of the 
disease. Such fear has good reason for it and is based on the follow- t 
ing, some of which you have already heard: Twenty years ago we 
used to. say one woman in 20 would develop breast cancer. Today 
we know that one in 11 will be. afflicted. Every 5 minutes or less a 
woman is diagnosed as having the disease, ana every 15 minutes or 
less a woman dies from it, 

The risk of getting the disease increases with age. A woman of 70 
has_ at least 6 times the chanty of having breast fcancer diagnosed 
' as a woman of 40. About two-thirds of the breast cancers are de- 
'. tected in women over 60. It is also, however, being found in in- 
creasing*, numbers in women under 40 or even under 85,. as you 
have heard this morning. i 

At the present time, in spite of advances in treatment, not more 
than one out of three women with the disease is alive and well 10 
years after diagnosis. Yet, we also know that* wtyh proper, com- 
plete, periodic examinations, early detection with modern tech- 
niques means that 9 out of 10 can be alive and free of disease 10 
years after detection. 

We don't yet know the cause of breast cancer, nor do we yet 
know how to prevent the disease. We also do not yet know how to 
cure breast cancer when it spreads beyond the breast. We do know 
that if we, use our present know-how to detect the disease when it's 
localized to the breast and has not spread beyond i%, 9 out of 10 
women will be with us 5 or even 10 yeaVs later, compared to less 
than 50 percent if there is evidence of spread beyond the breast. 
And, most importantly, we have bad a stationary death rate from 
breast cancer for the past 40 years'. Just as many women die today 
from the disease in proportion to the population as did many years 

8 If*» generally agreed among those of us involved in detection and 
treatment of breast cancer that the Secret of long-term survival 
and cure at the present time lies* in ear)y detection. We must find 
the disease at the right time, before it has spread, when our 
present treatment methods are most effecfcve* There are two hur- 
dles to overcome. First, 90 percent of^bjiBa* cancer is detected ini- 
tially by the woman herself In "spite of much effort by the National 
Cancer Institute, Ame'rican Cancer Sqciety, and dedicated individ- 
uals in the private sector, most women have not learned, cannot 
learn, or refuse to learn, to follow through on btfeast self examina- 
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♦ tion. Therefore, the/majority of ^breast cancers found by women is 
late cancer, not early enough for a cure. 

Even more importantly, the smaM, early, most cyfable cancer, 
and, the otre that we, as physicians, are most anxious to detect, is 
very often not at all palpable, and cannot be felt by the woman's ** 
y\ hand,/e*yen when she's been trained to do so. It cannot «ven be felt 
/ in this early stage by the hand of the expert physiciatj. Only the. 
mammogram, a simple x-ray examination of the bretwK can detect' 
the disease before it can be felt. Breast self examination is just not 
enough at the present time. We must emphasize that we have defi- V 
nite proof from the latge screening program Tor breast cancer de- 
tection of the Health* Insurance Plan of'NeWYork, supported by 
, the United States Public Health Service, that if we get women in 
for a breast examination when they're presumably well, we can 
save at least one-third more of those who develop/the disease. That " 
study, the results of which are still being, followed, used-techniques 
$ of examination which were not as efficient as those used tdday. 

Our present techniques are more sensitive' and more, accurate 
and* can produce much improved results compared to those of 20 
i years ago. Screening^ centers such as the Gutttyan Breast Diagnos- 
tic Institute in New York City, or the Strax B/east Cancer Detec- 
tion slnstitute in Fort* Lauderdale, FL, have clearly shown that 
womeh can be motivated to come in for examipations and that 
their (breast cancers can be detected in an early, curable, stage, 
when\a woman may not at all be aware of 4he problem and that 
detection of the disease at such a time '-means substantial saving of 
life (rdm the**disease. And you heard from one such Woman this 
morning. . ' 

To reach such a goal on a widespread basis, we must develop mo- 
tivation. Women need to become aware of the danger of breast 
cancer. They must learn that there is a remedy at hand, however , 
complete, periodic, examinations, even when there are no signs or 
symptom*? of breast conditions at all. Also, facilities for such exami- 
nations must be made available. More screening centers need to be 
developed on a public health basis. *o do this, the problem of cost 
must be faced. Women will not come in to have examinations they 
cannot afford, when they're feeling well. Cost of examination must 
not be a deterrent. Means must be developed to make periodic ex- -4 , 
aminationjj|.cost effective, through low initial cost, and support 
from publunhealth authorities or third party payers. 

It should be noted that we have excellent examples to prove that 
widespread mass screening fpr breast cancer can be done on a .cost 
effective basis. At the Guttman Institute in New York City, com- 
plete' examinations including palpation by physicians and modern 
mammography have been Uone on tens of thousands of women well 
^ over 100,000 women, as a matter of fact for the past 16 years, with- 
out charge to the woman Today about 150 women are examined 
per day. Support has. been given by patient donations, private 
sources, the American Cancer Society, and the National Cancer In- 
stitute. The actual cost to the Institute with large volume is about 
$25. This low cost is possible Because of the large volume of 30,000 
women \Vho are examined per year. 

At the satellite center in Fori Lauderdale, FL k called the Strax ' 
Institute, which was sponsored by Margie Mixson and Lieutenant 
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Governor Mixson, a nominal charge of $35 is made, with a volume 
of 10,006 women per year. v Such a charge, plus some private donor 
help, ca^i make the operation self-sufficient. Details of th*se oper- 
ations are available in the attached reprint that .you may v get. 

We do, however, need tl|£ dedication and cooperatiop of interesf- 
ed individuals and physicians. We are talking about a complete ex- 

fimination that includes clinical examination by a physician, plus 
he x rfly. We depend, however, on a large corps oi neighborhood 
volunteers yrho give freely of their time and effort to the cause, 
who give of themselves t9 help save the lives of women. There are 
physicians as well who Are willing to contribute JtK&ir time and ex- 
pertise on a low-cost fee basis to help in this wtal effort, and it 
should also be noted that large-scale mass screening programs for 
detection pf early breast cancer are in operation in several foreign 
countries, based on the methods developed in this country.' 

You might be interested to* know that I just heard of a center 
that's been set up in Liberty, MO, a small town, in a 202-bed hospi- 
tal, ^here they are doing the complete examination at a cost of 
$25.10 and have examined over 1,000 women with this type of tech- 
nique. 

We now have the knowledge and means to give the women of 
this country the benefits of early detection and subsequent cure of 
breast cancer. We need to get as much support fo^ such a program 
as possible, from ttofrd party payers or medicare, to help the finan- 
cial burden- I resffectfully suggest that a committee such as yours 
would be most helpful in this regard. With proper support we can 
do the job. , 

TKe essence of my presentation is that through programs such as 
the flhe at the Guttman and Strax Institutes, hundreds of early* 
unsuspected cancers, have been detected, and hundreds of lives 
hape been saved. In addition, the cost of such detection has been 
Cot, far less than the cost of treating the disease in th? advanced 
stage thfat would have been needed without mass Screening, ^arly 
detection through mass screening can reduce the financial burden 
considerably and at the same time save many liyes frpm the dis- 
ease. 

In short, the women of our country are faced with a serious prob- A 
lem: breast cancer. And the problem is getting Worse. We also, 
however, have a solution which could save the- vast majority of 
those afflicted. Someday we'll know how to prevent the disease or 
cure all those affected. Until that day arrives, let's use the means 
we hfive tpday safe, practical methods to save most of our women. 
^-Ailf of us, public health authorities, third party payers, physi- 
cians, and the public at large; must cooperate in this effort to save 
the lives of women from this dread disease. % 

And finally, we need a strong push from a committee such as 
yours to get on with the battle, I am confident that we can and wi|l 
win. Thank you. I . $ 

Ms. Oakar> Thank yiu very mucfi, Dpctor* and our last; but 
sometimes we save Jhe Best for last, Dr. Feller; our last witness jf 
Dr. William Feller, and we're really delighted that you took tim^p 
know how busy you are at Georgetown. ^ 
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STATEMENT t)K DR. WII^JJ AM FELLER 

Dr. Fbijuer. Thank you, Madam Chairman. I think those of us of 
the scientific community are very, very impresdted with the deep in- 
terest of this committee, in cancer research and we appreciate this 
opportunity to testify. 

I will talk briefly commenting on the impact of basic areas of re- 
search on breast cancer control. I want to say that I speak as a rep- 
resentative of the American Cancer Society and a member of the 
scientific cancer research community. My present professional ac- 
tivities at Georgetown' University School of Medicine include the 
teaching of mediceft stOdents, breast cahcer research activities, and 
the care of breast 'cancer patient^* v ' 

Again, I think as everyone has emphasized here, Madatn Chair- 
man, that mammography is the gold standard of breast canfcer di- 
agnosis today, Dr^Strax^did not mention the mortality figures 
*wl\ich ajrfc available on thcfScent National breast cancer screening 
program. I discussed this with Dr. CoStlow of the NCI and we 
looked^at some of the figures. We can. show that 92 percent of ! 
women could be cured of breast cancer if they had their cancers 
detected by mammography. In other words; in that group there 
were over 1,200 women whose cancers were picked up*py mammo- 
graphy only and 92>percent of those were alive at. 5 years, presum- 
ably cured. 

I want to stress that mammography is certainly, at this moment, 
the way to go. As you know, the American Cancei; Society, Madam 
Chairman, recommends that every wojnan over 50 have a mammo- 
grahi every year. 

- Just to make a few comments^ Madam Chairman, on the treat- % 
ment controversy, as you heard tod||y from Dr.^Hubay and Dr. 
Crile, Obviously there is a controversy between the people who f 
prefer the lumpectomy, radiation, verus the -mastectomy. I don't 
think that this controversy is going to resolve easily. There was an 
article in the Wall Street Journal a few weeks ago about the con- 
troversy at Memorial Hospital in New York City and as you know, " 
women, depending on who they see at that institution, will get dif- 
ferent advice. But I^thjhk this type of controversy Will go 6n for 
several years. 

For women who elect to lVSVe a mastectomy, we fet Georgetown 
University are doing immediate breast reconstruction. At George- 
town we've done 100 immediate breast reconstructions over the 
past 5 years, ajaftl we find that the results are as- good as a delayed 
breast reconstruction. » 

Ms. Oakar. You know, Doctor, let me tell you, a lot of women do 
not realize that they can have reconstructive surgery. 

Dr. Feller. Right. 
:Ms. Oakar: They think th^t — and this is not a common notion 
among women, they think that if you have to have a mastectomy 
you. cannot have « reconstructed breast done using your own skij 
I've seen some of your, and as well as that of your colleagues 1„ 
plastic surgery an<j it's just incredible. They are real breasts, you 
know. . 

Women don't know that. And they have this terrible fear of sur- 
gery and I think mutifiation, which I think we were talking about 
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earlier, not that that's necessary fir everybody. But that is one of 
the real problems, that we haven't reached out enough maybe, 
some" of us, and physicians that do this in some of the societies, to 
be more informative about what it is that's going on in the medical 
profession. 

Dr. Feller, Well, that is right. Hope/ully some of the publicity 
from this hearing will point out the alternatives that "women with 
breast cancer do nave, * *^ 

Ms. OAKAi^Ilight * 

Dr. Feller. There ie the lumpectomy plus breast irradiation and 
as you Ijave, mentioned, also for wotnen who elect mastectomy. 
. Many centers, not a lot, but some centers in the country, are doing 
L immediate breast reconstructions. We, ourselves, are giving scien- 
tific papers around the country and 1^ think that we are beginning 
to see a national interest in immedial^breast reconstruction. — * * 

I'd Hke to turn no^ to the two areas of research that I find very, 
very exqith)g, and I think that, again, we will see some break- 
throughsf perhaps, in the treatment area in 6 to 10 years. n i 

The two areas I refer to, Madam Chairman, are monoclonal anti- 
bodies and oncogene research. Let me* first touch oft monoclonal 
antibodies. In the J>ast 10 years, new techniques of enveloping mon- . 
oclonal antibodies have arisen and they now occupy a verv promi- 
nent area of cancer research. I would say cancer research laborato- 
ries around the world are using monoclonal antibodies. And I 
would expect that within 5 ygars some of these. techniques will find 
their way into clinical practice, * 
% Let me just give you a few ideas of how we expect to see these. 

Ms. Oakar. Can you explain what that is? 

Dr. Feller. Yes. A monoclonal antibody is an antibody that is 
made in t\ tfeot tube, You know, for years we used to make anti-^ 
bodies by injecting rabbits or goats or sheep and, indeed, many big" 
hospitals had ta hav$ sheep farms or go'at farms. And now we can • 
make these very highly specific antibodies in test tubes, It's callfed 
the hybridoma technology, whereby we can take antibody-forming 
cells and fuse them to these cancer cells in a test tube which live 
faiever. « 

Ms. Oakar. Where do yoij get them frt>m? 

Dr. Feller. They come from animals. In other* words, we 'immu- 
nize a mouse or an animal with the antigen, with the human anti- 
gen. W§ then take the Spleen cells, the so-called lymphocytes, from 
this animal, and ftise them to multiple myelotha celfa. Its a fusion 
technique. And these cells, then, will live forever and they will 
produce huge amounts of monoclonal antibody. 

The technique is so precise and we can make such large aipounts 
of antibodies, it is like comparing a firecracker to an atomic bofnb. 
That's fhe difference in principle. It's an entire new technique. It's 
revolutionized cancer research. 

Well,, let me iust say how it's being used. s 

One thing thfit we are very excited about is a blood test for 
breast cancer, Mfe have talked about blood tests for cancer and I 
think we are now on the threshold of that. We, at Georgetown, 
have 'used two monoclonal antibodies that we have obtained from 
the Netherlands Cancer Institute in Amsterdam, and preliminary 
studies, Madam (j^airmqn, at our' institution. With over 200 
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women, have shown this test is 95. percent accurate.. And we ata 
presently applying to the American Cancer Society lo carry out a 
preliminary cancer screening study. 

Let me just say a word how that would help us. If we c6uld de- 
velop a blood test that was 95 percent acQuratq, and we could apply, 
this to women across the country, we would then induce * the 
number -of w^men who would require a mammogram uy aboujt 90 
percent. We would anticipate that instead of haying Dir. Strax 
screen 30 millionMWomeS^we'd only have to screen, say, half a mil- 
ium women. 4t would lower the cost dbr&matically. 

So, a blood test for breast cancer, and I think that this is truly 
possible within 5 years; will be a m^or achievement. I'm very opti- 
mistic. | 

Ms. Oakar. You're applying for a grant to do some work on that? 
- Dr. Fellke. We are. # 

Ms. Oakar. And what are your chances of gettifig it? 

Dr. Feller. We'll get \the grant. We'll get the rfrant. Dr. DeVito 
knows about the work arjd Dr. Dick Rauscher, th«i president of the 
American Cancer Society. If I don't get the monejj I II come back to 
see you, Madam Chairmah. 

Ms. Oakar, That's right\ 

I think this is important! 

Dr. Feller. Well, the other thing on'the-moi 
and Dr. DeVito's group out\there at the NCI are doing this, w\ can 
pive these monoclonel antibodies intravenously and they will local- 
ize in human cancers, and we ca^ make diagnoses of metastatic; de- 
posits. 

Now, injbreast carreer that's yery important. As you know, we 
have to do axillary surgery. Werare anticipating that with these 
monoclonal antibodies they will detect poative axillary lymph 
nodes for us without surgery. So, again, it wauld be a dramatic ad- 
vance if that were possible. And these studies are going on at the 
present time in about a dozen centers in the/world. 

Ms. Oakar. Are they going on in full force? Because we heard 
about the controversy about removing nodes and if you remove the 
nodes and they're gwm nodes, ther\ you are not protecting your im- 
munity, rather. ■ ■ /«■ . i 

Dr. Feller. Right 

Ms. Oakar. When do you think that wiil take place? 

Dr. Feller. Well, I can speak, 7 / ^ 

I think there is— Dr. Schlom is at the NIH doing this workrl 
don't have all the details but I would gather that they are — I Save 
been told they have successfully imaged several human breaSt 
cancer patients. The principle is established that monoclonal anti- 
bodies will localize in the human tissue, and I would expect this 
technique for imaging should be available within 2 to 3 years, I 
don't wanWto speak too specifically /on, that because I don 7 t have 
exact details, 

Ms, Oak^vr. Right. 

Dr ; Feller. But it is going on And Dr. DeVito, I was told, is 
spending over $(>0 million to $70 million a year on monoclonal anti- 
bodies. So, there is. a very, very active interest. Now, a little farther 
down the road on monoclonal' antibodies, but extremely exciting, is 
the fact that we can link tFTese monoclonal antibodies to toxins or 



117 

to radioactive drugs and they^en can act as a magic bullet. As 
vou know, the cancer scientists have befcn talking about magic bul- 
lets, drugs that will only target onvfcKe cancer cell and will not 
harm the normal cell, and I think that now we are confident that 
those are within striking range. r 

There was an article in the Scientific American Journal* just this 
last month, on immunotoxins, and again this principle has been ap- 
plied to animals, and we expect, Madam Chairman, that the im- 
munotoxins, these magic bullets, will be tried in breast cancer pa- 
tients probably in 3 years. That, again, is going very fast. \ . 

So, in summary, I think that-tne monoclonal antibodies are ex- 
tremely exciting. I do think we will see them introduced within 
clinical practice, certainly on a trial or experimental basis, within 
3 to 5 years. 

Now, if I may, let me touch on oncogene research. As you knowf 
as Congressman Gore's subcommittee z weeks ago, had a full hear- 
ing on oncogene research. And I was privileged to testify at that 
committee, Congressman Gore had 8 or 10 leading research, scien- 
tific experts, testify. And I want to summarize that for you. 

First of all, I want to say that I think oncogene research repre- 
sents the most dramatic breakthrough in cancer research in the 
entire century. I don't think there was a witness there who was not 
absolutely enthusiastic about the^ignificance of this breakthrough. 
As Dr. Knudson said, we now have the^ know-how to understand 
how cancer occurs at the molecular level. 

Now, I also want to stress, because it was stressed repeatedly, 
that we do not expect cliqical results for at least 10 yi&ars. We need 
a lot of hard work* , 

But the point is that we now have a way of understanding how 
cahcer occurs at the cellular level. , 

Ms. Oakak. So that's a breakthrough. . r 

Dr. Feller. That is a dramatic breakthrough, the biggest in the 
century. And that has occurred within the last 5 years. And as you 
alluded to, that grew out of the special funding that Congress pro- 
vided to the NCI in the early seventies for the virus canjQ£r work. 
And I want to t#uch on special funding. 

But I do think that within 10 to 15 years the oncogene research, 
that kndfrledge will come into the clinic. And I did predict at that 
hearing, and I will predict here, that if we follow these leads, it is 
quite possible that we can expect to cure 90 percent of all cancers 
by the end of the century. 

I am surprised that some of my colleagues haven't criticized that 
rediction, nut I really stand behind it. I think that if the oncogene 
reakthrough in basic research could be applied to patients a 90* 
percent cure rate in 15 years is possible, - 

Let me just say a few words about the oncogene concept. . Dr. 
Knudson touched on it 

First of all, it grew out of tfie Cancer virus work. As you know, 
scientists have been interested in cancer viruses for many yearS. It 
goes back to the chicken sarcoma work of Dr. Peyton Rous at the 
turn of the century. His work finally led to ^he, concept of onco- 
genes, as Dr. Knudson alluded to, and now we have isolated several 
specific oncogenes from human cancers. 




% 
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I want to my; as Dr. Knudson did, that all of us carry oncogenes 
in our cells, as part of our genes. There are^about 20 oPthese onco- 
genes which have been identified. There are probably aboi^t 10 
more that we have not isolated. Apd we now are aware that when 
these oncogenes are inappropriately expressed we have a cancer. 

Let me say a word about how oncogenes miffht be applied in the 
nexh 10 vears to the clinical'* world. First of all, in cancer risk pre* 
diction. Now, as you've alluded to, and as Dr. Knudson has alluded 
to, we know, Madam Chairman, that certain women are at a high 
'risk for breast cancer. As you know, we've talked about family his- 
tory, as an example. ; 

* Ms. Oakah. 1 am at high risk because my mother had it. Right? 

* Dr. Feller. Right. 

M^'Oakar. Most women are kind of higFTrisk, aren't they, be- 
cause somebody in their family had breast cancer somewhere along 
the line? % , - 

Dr. Feller. Right. Now, if the oncogene concepts are right, we 
would be able to take just a few Of you* cells or even a blood test, 
or maybe a small needle biopsy of your breast tissue. We would 
analyze thitf and we could give you an accurate risk assessment. 
That means if you come to me <md I do this study, I could say, 
'Madam Chairman, you have a 60-percent chance of developing 
breast cancer/' Somebody else might comer and I might say, "You. 
have only a 2-percent chance. " 

Now, you say, "Well, what do you do with these high risk 
people?" Well, we go back to the chemo prevention, the diet, there 
a r» a variety of strategies that we can use. You might even want to 
consider the surgical removal of your breast. 

Let me go on to cancer diagnosis, We have developed already, we 
think, a reasonably accurate test. But we know that ail oncogenes 
produce an oncogene protein. That is, the oncogene acts to cause 
cancer in the cell by. producing a very specific oncogene protein. 

Some cancer scientists believe that these oncogene products are 
shed in the blood and, again, I think that we're looking at another 
possible source of cancermakers for very early blood tests. 

And finally, and again this is down the road 10, 15, 20 years, but 
we expect whole new treatment strategies to evolve. What we now 
know is that the cancer cell is only a caticfer «as long^ps the onco- 
gene is expressed. And if sometime in the next 5, 10, or 15 years 
some scientist learns how to switch a gene off, with a simple meas- 
ure, they can cure cancer, really, without surgery or without harm- 
ful drugs or without radiation. I know this sounds like a fantasy. 

Ms. Oakar. Oh, no. 

Dr. Feller. We are predicting that if we learn to switch off the 
oncogenes, we will have an entirely new method of treating cancer. 

Well, I'd like to just end by saying to you, as you have indicated, 
of course, the Congress is very interested in the field of cancer re- 
search. I was very delighted to hear Senator Pepper's remarks 
about 1937 and the $500,000 and I do agree with Senator Pepper. I 
think perhaps the American people and the Congress have got to 
be more bold in spendihff money. I think I have heard repeatedly 
today we spend -a great deal 4 o,n missiles and on military prepared- 
ness, and we jre notfpfcepared to spend more than a billion dollars a 
year on cancer research. And I would respectfully suggest, Madame 
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Chairman, that the Congress look into accelerated funding. You did 
tha*t in the early seventies, you gave cancer scientists extra money, 
yOu .gave the National Cancer Institute" extra money for the virus 
program, and I would suggest that at the present time you ask the. 
NCI, Dr. Deyftp, v Could you use another huhdredior $200 million a 
year for oncogene research?" A 

We are on the. threshold for, really, a. dramatic revolution. And I 
think if this country survives to the .end of the century, and I think 
that we will,— people wiH look back and see our contribution, our 
effort, in-cancer research as one of 4hp" major contributions that 
this Republic has made to the Western World^So, I urge you to 
' really consider expanded funding for oncogenes. 

Thank you. " ' . * 

[The prepared statement of Dr. Teller follow?:]" 
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Prwakkd Statkmknt or Wiuuiam F. F*ujcr ( .MJX. Pi^D,, Associate ^norssaon or 
OnoiioiprowN Univewtiy, Wabiunqto^i, DC j 

Mr. Chairman and Member* of the Suboommit toe i 



I appear beforo your Subcommittee today to speak to the 
&vibject of present day breast cancer research and its implication 
on the control of breast can cor In th« United States. I speak a* 
a representative of the American Cancer Society and a member of 
the sci<yt;if 1*0 cancer research community , My present professional 
act. ivities at Georgetown University, School of Medicine, include 
teaching of medical students, breast cancer research activities, 
and the cat» o£ cancer patients, I have boon a prof ^saional 
Volunteer of the American Cancer Society for fifteen years and 
currently am the Ptfas i dent-Eleat of the District of Columbia 
Division of the American Cancer Society, 1 shall try in these 
fjtatomentn to summarize the current clinical status of breast 
cancer in reference to current diagnostic and treatment modalities, 
I s ha 13 also comment on the possible impact of two basic areas of 
cancer research on the future clinical control of hj^east cancer. 
The go two areas of basic cancer research are t <1) oncogene 
research, (2) monoclonal antibodies,' 

Cur rent c \ in i ce V statue of b r o as t eftnear dl a gn osis and t r e a t me nt 
\n the t'nited States 



Breast cancer is the\most common type of cancer in women 
today. It accounts for 23* of" all cancer occurring in women. 
In l9fU, there were about 115,000 new dases' of breast cancer in 



the United States, almost all diagnosed in woman, The American 
Cancer Society os tiroaucs* , thj\t 38,000 American women will di% 
of breast cancer in 1904, Epidomiologis ts eot.imate that ono of 
11 AnuNiLcarj wQnvjri will. develop br^r.st cancer during their life- 
time. 

The five- year survival or cure rate of br«ast cancer is 
directly related bo the stage of the disease when it is 
treated. If tho cancer is localized fco the breast, about $71 ^ 
of caees will be alive at five years, it It has spread, to the 
regional lymph nodes, the' five-year survival is generally less 
than SOi. A recent st,u<3y of women whose 'breast cancers were 
first detected by mamraographic screening- showed a 5 yeAr survival 
of 9!?%. Breast cancers detected* by mammography are generally 
very ear.Jy cancers. These highly, favorable survival figures 

t . ■ . h 

show tho critical importance of early diagnosis. Many of those 
women with an early diagnosis can be treated by a breast saving 
operation known as lumpectomy* The cosmetic results irj this 
breast conserving •operation are generally excellent* t 

* ^ - 

Karly diagnosis o f breast cancer 

\ 

RtiKjular breast examination by women themselves and trained 
professionals plus annual mammography -for women over 50 years 
of ago Would virtually injure early diagnosis for most women. 
Mammography is the gold standard of breast cancer diagnosis. No 
Ot her known noninvasive diagnostic method Ivas achieved the high 
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accuracy of manwiogr&phlu diagnosis. Properly done Hp£ interpreted 
by experience radiologist* , mammography can achieve an accuracy 
rate of 8!>* even with very small cancers Beside* its effective- 
ness ir. screening women without symptoms , mammography is recog- 
nized as a valuable diagnostic technique Cor woman who do hav« 
findings suggestive of breast Canoer. Once a btoast lump is 
found, mammography can holp determine if there are other lesions 
in the same or opposite breast Which are^too small to r be felt. 
All suspicious breast lumps should bo biopsied for a definitive 

diagnosis even when the mammogram i s described as hprmal. 

"1/ 

The American ^ancer Society racommondn a maromogrnrf every 
yt»ar for asymptomatic women age 50 and over,, and a baseline mammo- 
gram for thofce 35 to 39. Women 40 t4l A9 should have mammography * 
every 'l-2 year* depending on physical and mammographic findings 
as wroll as othoi risk factors. In addition, a professional oreast 
examttfition i.a recommended every thrao years for womSn 20 to 40, 
and Gvylry year "for those. over 40. 

Other imaging techniques such as thermography (heat patterns), 

ultrasound /dtaphonoscopy (inspection with a high inirtffrtfity cold 

light boam) aro currently bsing studied for their^po3sible 

effectiveness in detecting early breast cancer. Mt present , these 

w 

techniques have not proven to bo a* effective in early diagnosis 
as mammography. Although mammography*' came under widespread 

criticism about ton years\ago, because of the possibility t*i*t ^ 
the diagnostic radiation itself was a cancer-causing a%ent, careful * y p 

studies ovor the parst ten years hatfe generally vindicated its t " -\ 
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Widespread cli.n teal us*. Certain clinical precautions have 
evolved during tfcis periqd. First and foremost the use otf ufcry 
low radiation dose* for most' mammographic studies have. become 
routine in most jradiological facilities. Today most clinical 
facilities can achieve o.xtfel lent ; resul t* with radiation doses 
loss than 0.5 r^dn per examination » Secondly, the use of « 
mammography in younger women under the ago oC 30 or 15 has 
generally boon abandpncid^ Mammography in younger women carrion 
a higher cancor<-cau*lng risk and^is generally npt accurate/ ' 
tn summary, mop t tad iat ipnystu<^ies« have shown that the benefit 
of early dioghouia .Car outwoiyhs any carcinogenic rick esp^ci^l'l'y 
in women after the age of 50? • " 



Prosont treatment al texnativos i 



Generally, two methods of treating localized breast cancer 
are used in the United States today, The moat widely used V 
primary treatment is a total mastectomy with ah axillary die- 
section known to mc^st clinicians as a modified radical, 
mastectomy . The important chest wall muscle, the pectoral i rf 
musclto, is generally totally preserved* A sec'bnd method of 
primary treatment coming into vogue in many large centers in 
the USA. the last 10 year ist lumpectomy ^plus breast irradiation, 
This treatment modality i*£ used primarily for small or ea*riy 
breast cancers. This method conserves most of the breast tissue 
and is appealing to women who want a very good cosmetic result* 
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If examination of the -axillary lymph nodes in taither Grfcatment 
modality shows that they contain cancer cells, it. is. generally 
recfrjnmo^nded chat thojso womon have adjuvant chomo therapy for aix 

»mon£h« {fallowing surgnry. Several long term studios have 
confirmed improved survival .rates in lymph node positive woman 
receiving adjuvant chemotherapy. The u.so s of adjuvant chemo- 
Ujjb-eapy of brtfnsfc cancer* appears to, be. moving in ^;h« following 
clirsc^ionai* (1) more intensive^ treatment by increasing tha 
number o!t drug a or dosage .levels.^ (2j shorter treatment periods, 
in the range of six months J (3) addition of hormonal manipu- 

lations such as tamoxifen? (4) aafll(|j& treason t , pro- or 
par iopera tively in 90m* oasoaj and (5r individualising treatment 
by risk subgrotlpa, ouch as treatment of some, high risk node 
negative pafcienta. There arc o^n 50 well organized studies 
continuing in the area of adjuvant chemotherapy of breast cancer, 

•including a number of studies with "no treatment" control groups , 

Woman who come to primary treatment with mora advanced 
disease may be advised to undergo more extensive surgery ox tp 
have some combination of local irradiation, chemotherapy and 
extensiv e su rgery. The treatment of locally advanced breast 
cancer continues to be a major therapeutic challenge, 

It should also be. nbted that women v5hq have a mastectomy as 
th*ir primary treatment often have breast reconstructive procedures 
by means of plastic surgery, The reconstructive surgery may be Jjjbt 
done immediately or simultaneously with the mastectomy or it can 
be done some montho later. The use of the immediate breast 



reconstruction* is recoiling ffcidec attention in major oanoer 
centers in the USA. At Georgetown Hospital w<* have carried out 
mastectomy and immediate breast reconstruction on 100 woman wite 
early breast cancer during the post five years. "Our analysis 
of the curative results indicates this method is as good as ^ 
mastectomy alone. Adrti t lonal J y , our cosmjstle result* \>ave boon 
axeell&nt and the incidence and depth of post operative depression 
haa boon much less whan we use immediate breast reconstruction, 

Which of those two pr Imary^^mftbods of treating b£ea»»t cancer 
to use in a given case of °^J V breast cancer remains controversial, 
while many clinicians especially surgeons have regained skeptical 
^0}t t*he curative results of the breast conserving lumpectomy , 
a number o<f carefully controlled studies have shown that for 
early breast cancer, i.e. cancers less than 2 cm, in diameter* 
(abcjut. one inch \t\ sise) the 5 and 10 year curative results are 
the same. The possible long rangja aide effects of breast 
"irradiation are unknown and could bo troublesome although not 
liJCc threatening. 

The most widely respected atudy oeitparing the tJjjS methods » 
comes from the National Cancer Institute ot Mi lan /„ ,It'ttly , / 1 * 
JJr, Umber tct Veronesi who is porhaps the world's most experienced ^ 
breast surgeon has published results of his randomised study 
of over 700 -womori with, breast cancer, Half or 350 women had a 
radical mastectomy as the* primary treatment while 350 other Women 
randomly selected had one quarter of t£e breast removed surgically, 
plus an axillary dissection and breast irradiation. Fight years 
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after tih* conclusion of this study ttye curative results of the two 
matched group* are identical. It should bo streamed that all 
the women in tho Milan study had oarly breast cancer, i,e. tumors 
\e*» than 2 cm. All woman with cancer positive axillary nodes 
received adjuvant chemotherapy. Other studios from cancer 
centers in Franco, England, Canada and t.ho USA have generally 
aonfirraod the. Italian results. Well over ^0,000 women in tha 
Western world have boon treated for breast cancer wltt) lumpectomy 
and breast % irradiation .-^In certain centers in franco thia method 



has been used since 1U60\ 

(2) 

A recent article ^ In the Wall Street Journal (June 13, 
iVfM) highlighted the intensity of the treatment controversy, 
The newspaper atory focus** 1 on tj\e difference of opinion of two 
highly r off pec tod cancer physlicians at the world famous Memorial 
Sloan Kettering Cancar Centei in Kqw York City. The 
Wall Street Journal articjle noted that Dr. Samuel 
Heilman, a cancer* radiation export, who just became tho physiciart*- 
ln-chief of the Memoi~ial Hospital is a. prim<£ advocate of the 
lumpectomy plus breast Irradiation approach to the treatment of 
early breast cancer. Prior tt coming to Memorial, Dr. Ilellman 
supervised breast cancer treatment at the Harvard Medical School's 
Joint Con tor for Radiation in Boston. Dr. HellmnrVs experience s 
with ovof 600 woman have convinced him that lumpectomy and breast 
vrrndiation for early breast cancer is as good as mastectomy. 
The Wall Street Journal article^ noted thHt^ Dr. Jerome Urban, a 
highly experienced breast surgeon at the Memorial Cancer/Center 
is critical of Dr. Mailman's statistics i Dr. Urban is quoted as 
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flaying' *^>tiohed reports from Franco ao Wjll as tha U t 3. 
indicate a l^urronce rat* of 15% to 151 among womon treated 
with radiatioir^lO or mora years a,#b, M Pr » Urban still recommends 
a ma*toetomy for womon "with early breast cancer. Looally at 
Georgetown University Madiera 1 Con tor wo also see similar dif- 
ferences of opinion regarding the boot treatment for € eprly > 
breast cancer amon^JUr cancer physicians and breast surgeons, 
Today it ia common tlxat womon will got conflicting advico about 



treatwont preference In tho same cancers center , / 

In t.h© next week or bo a largo American stuw will bo 
published in a leading American medical journal about the results 
erf a clinical study launched in 1976 involving hundreds of American 

women with breast cancer from 20 medical centers. This % atudy 

... * 

compared the,, curative results of women assigned randomly by a 
computer to throe treatment modalities ^ (1) mastectpmy 
(2) lumpectomy alone (3) lumpectomy plus breast irradiation. 
While rumors about tbo results of this large study have circulated 
in medical circles several months, an extYamely tight lid of.' 
secrecy has been kept on tljo details of ttois medical "-study, It 
is not generally believed that this large American study will ^ 
settle the treatment controversy, \ 

Implications of present cancer "research on breast cancer control .. 

'• • • X 

j Two major areas of cancer reoearch will likely impact* on 
the clinical management Of breast cancer sometime wUyT\ the 'next 

' * i ' * ■ * 

■ * .„ » I 
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five to tsn yoafa. TK« two cancer rcrnftarch area* of relevance 

to breast: cancer are pno6<j«ne research and the use of monoclonal 

\ 

antibodies An diagno*!* and treatment, *rh*ao two basic seientsey 
research ar^ajf? hov* omoryed into scientific proroinencVi during 
tUia a*at five year», Of tn*> two Siolds, monoclonal antibodies 
will most Jikfcly impact the clinical management of br<?a»t canc«r 
first. Indeed, human studies with monoclonal antibodies t^r 
diagnps*?} nnd treatment of breast c^nc^i air« i current ly underway 
in several cancer centers. Preliminary results of these monoclonal 
antibody studies on human subject* should be available to the 



scientific medical community within ohta year. Ueuearch on 

monoclonal antibodies goes back to the^\soovery of the hybridoma 

■ ' r \ ' ( 3 ) 

technology by Koh).<?r and Mil stein at Cambridge .tfnivorsity in ll70- 

Today, thtf use of monoclonal antibodies in canoor research is 
world wide and monoclofeil antibody techniques have opened <sevoral 
possible now method* of diagnosis and treatment* . Oncogene research 
\h not as 'far advanced in rcsgards to clinical "applicn^.iOTi3 as 
monoclonal antibody techniques, tlowovor, the longer 'tancjo implica- 
tions of oncogenes could be Car more dramatic. It is liKely v thpt 
altogether n$w and revolutionary clinical stratogles will evolve 
firoio oncogene research before the end Ovf the century. However, it 
should be stressed that now clinical fcharap&utic strategies are 
not likely to appear for at 'least 10 yearB, 
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Presently, there are about 30 human bread t eancor related 
monoclonal «n t i bodies in <axi stance in Western cancer rasearah 
laboratories . A number of these antibodies havo boon -^own to 
be capable of. localizing in human breast cancer cells° growing in 
tost tuba* or in experimental animals. A few localisation studies 
have b«s«n carried out in human patients. A Workshop Conffrronce^ 
on monoclonal antibodies and breast c^Jfcr^ is being planned for 
November 8 and 9 in Snn .Franciflcb, It 1* expected that about 50 
, scienUsta will present papers summarising the present state of 
knowledge on. monoclonal antibodies and breast cancer at this 

/ ■ \ 

nwebJLng . Monoclonal, an ti bod ion /appear promising iff three clinical 

.areas; (1) scrum assays (blood tests for breast canctar) (2) cancer 

imaging in the patient ( 1) * traatm"e.nt. 
\ 

J * 

Sff rum assavn: preliminary work in our^cancer research laboratory 

at Georgetown University using two monoclonal antibodies devo loped 

r 

in the Motherlands Cancer Institute In Amsterdam, has resulted in 
a* possible blood test for eArly breast cancer detection* This 
teat 1b *icc\u*ate in our hands, Extoncrart clinical studies are 
now In progress.- 1 The Dutch monoclonal antibodies detect 1 di f - 
farantiat.icn antigens shed Itff ca'neer cell/ in the blood, We 
are hopeful that our monoclonal antibody blood teat can be applied 
to clinical screening. Presently, we art? applying to the American 
Cari'dtf Society for a grant tp 'carry out a small preliminary breast 
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cancer screening study* 
shj/id be available within 
blood testa for. breast 



can. 



years*. 



conjugated to radioisotope* 



-r 

results of this preliminary study 
6 months, It 1* likely that accurate 
will bo available within five 



Imaging i Breast cancer sp« ciXiG monoclonal antibodies can bo 



be given to a patient in trn venoHsly and the immune conjugates 



will localise tn breast can 
tn the body. Using a highl 
pictures can ,bo obtained of 



Vnese conjugated antibodies can then 



:or cfclH* where over they are located 



aenai t i va radioscenner "image*' 
internal metastatic cancer tumors. 
These imaging techniques coild be usof to survey axillary lymph 
nodes for cancer coll a without surgery or detect other types of 
metastatic 'disease. 



Tree linQnjt ; Several studies fcave shown that toxins, radioisotopes, 

and drugs can be coupled to mpnoolqnal antibodies and that those 

<" 

aXmmuno antibody conjugates may\ be^-ffeefxil in treating cancer. « 

^ V / A 

Animal studies have demonstrated ynat cancer cells can be selectively 
killed with antibody conjugated toxins or immunotoxins . The key 
idea here la to link a toxin agent to a monoclonal antibody thus 
creating a "magic bullet" that could ktfll targeted cancer cells * 
but leave normal cejls unharmed » At the present time it appears 
that the major research thrust ia in' the field of immunotoxins 
although studies wrth radioisotope conjugates axe also being 
carried out. The long term challenge is to develop immunotoxins 
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into a nvtv family of ohomothorapeuUc agonU, Tests of immuno- ■ 
toxins have boon don* in animals, with Aom* report* of tumor 
regression or. reduction in ii*«, MlbhMl TJomhard of the National 
Cancer Institute (4) and>.his colleagues tfes tod liver carcinomas 
In guinoa piga with an immunotoxin consisting of a diphtheria 
toxin component linked to n monoclonal antibody, A single dose 
of the .immyno toxin led to tumor regression although tho tumor 
wa* not completely eradicated , It now appears Ukoly that a 
fow specific immunotoxina far huiflan bireast cancer will bo available 
within five years. Glinical trials with soma of those breast 
cancer immunotoxin* will likeiy.be initiated before the end of the 
decade. 



^ QnfcOgene Research 



\ 



On -June 6, 1984, I testified before the Subcommittee on 
Invest UjatiottfL and Oversight of the Hpuse Committee' on Science 
and Technftogy on the subject, of oncogene research, Congressman 
Gore's Subcommittee hoard jCrom 8 to 10 leading scientific experts 
on the implications of present oncogene research trends on the 
control of cancer in the U.S.A. All witnesses agreed that the 
discovery of" the oncogene and the subsequent oncogene theory of 
cancer cousat'lon is perhaps , the most important research break- 
through of the century. ^11 of tho ^xpetta however , cautioned 
that clinical results from this laboratory breakthrough should # 
not bo expected for at least 10 years and more likely 15 - 20 years. 
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The dlacovory of one09»nt. 8 reprint" a conceptual bronk though 
but tho Application of thin knowled^ to «aneor control .tin 
.will raqulro lfftanaa nnd difficult nj.aaroh »tu<U 08 for several 
yidtL of th« witness*, raised tho question of an abceloratod 

funding h><tM B ktndof cancer ra.aarch. tt aeema Ufcaly that 
tho Cora Sub«W*m*o will explore tho »««„• 'pf accelerated funding 
further. Lot me aunto^tlsa ray previous teatimony on oncooeno 
research and attempt to>^ate It to breaat cancer, i wlU al.p « 
try tp. »ue 9 «st soma way* that^ojeotfane research could b« targeted 
towards the problem of 'hreaot enncth^con Lrol .« 

\ * 

The discovery of fcicoyonos and their action in ^ canoor 
c*U has been the single m^t important development in^mbtfern * 
cancer research studies. * The <Usopve*y of specific .cancer causing 
genes in human aftd animal canc<*r coils represents a dramatic? \ 
conceptual breakthrough which will change the course of current 
cancer research. .Scientists have discovered a now and precis* 
way of looking at the causative mechanisms of cancer at tho coll 
level. Ther oncogene or cancer gene concepts grew out of the vast 
body of scientific knowledge which accumulated with tho- studies 
of UNA tumor viruses over t;he past 70 years. The discovery of^ 
oncogenes can be likened tipjthc discovery of the tubercle bacillus 
by Koch in 1880. This disc|very of the causative agent of 
tuberculosis laid the foundation of modern bacteriology an$ led to 
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fc«chn.tqu«s Cor oarlyj diagnoaia an4' ultimately antibiotic troafcmont 
of tuberculosis . 

*■ . 

Today, scientists have discovered the biological unit - Uio 
oncogene - Whoso improper activity causes dancer in an.imala and , 
in man. Thsre arts, about twenty of theao onpogenea that play a 
role in the* causation of cojtOQr, 

We ar^ now beginning to dissect the molecular oventb leading 
tlXJje malignant transformation Of a normal cell. The rnajor 
tnojldculftfi acting in the. cancer process and the outline of how 
these molecules interact one with another in the malignant process 
are already* in view and the e^xact details of thsse biochemical 
procnaoa are rapidly being developed, 

' D evelopment* * of the Oncogene Concept 

The story of oncogenes really A goes back to 1911 when Dr, 
Peyton Roub * 5 * identified a virus - then called a cell free 

filtrate - from a chicken sarcoma, He showed that he could trans - 

i . 

^rait or initiate a new cancer in chickens with this coll free 
preparation. Thus, RNA tumor. virology was born, In the 70 years 
since then,, -the Rous sarcoma virup has bo^oma the most widely 
studied animal cancer virus. Eventually, tno,. cerl free^ preparation 
was shown to contain an RNA JtumOr virus, - In,- j-Sr? 0 Duesberg .'.anA 
Vogt ( 6 ^showed that the: % Rous VjLrus contained a .cancer gene or 
oncogene. Subsequent °work clearly showed that the',pncogene in 
the Rous' sarcoma vi^us caused cancer to develop ih susceptible 
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oqUs. Defective flous sarcoma viruses, without the cancer gene . 

did not causa cancer, the cancer gerfe vo* isolated in 1$76 by 

stohelin, at.al,* 7 ' (Bishop** laboratory) , 

Other types of RNA tumor viruses were discovered during the 

intervening years'* In 1936 Bittne** 8 * isolated ft "factor" in 

mouse. milk that caused br,oast oancrir/ in mica, t,udW:ig Gross* ^ * 

in 1951 demonstrated that mouse ioukoroia oould bev transmit tod by 

a call free filtrate By the mid 1960 4 s RNA tumor vi/rtsoa had 

been isolated teom ft w.ida variety qf. animal tutors \£ Such diverse 

tumors, as mouao breast cancer, moMae* leuKemia and aarfcoma, bovine 0 

leukemia, cat leukemia and cat s^rcoma^ all o£ tftase eaincorfl tfere 

shown to be causally related to UNA tumor viruses » Although 

extensive attempts to isolate a human RNA cancer virus had boon 

made by 1970, no human^ftNA tumor virus had 'boom isolated at that 

time. Finally in 1901; Robert Gallop of tho Rational Cancer 

institute isolated a human * RNA, tumor virus from several* patients 

with a certain type of leukemia (human T^celi leukemia) s 

The discovery and identification of the Rous sarcoma virus 

■v. 

oncogene was a pivotal event in oncogene^ research . It clearly 
established .that the presence and activity of a singie gene in 
a\» , animal cell could Cause cancer* The identification and isolation 
of the " trans foTfiTlng cancer protein" by Brugge and Eri.ckscjn 1 x * 
in* 1977 furthet" strengthened] the oncogen.0 concept, Many activated 
genes initiate a process a^nd provide the necessary' information for 
the ultimate development of a specific protein* Tjiose gtene encoded 
proteins are generally enxymes or structural proteins which are. 



f 

noGeoa^ry for the normal maintenance of cellular processes* 
The "transforming cancer protein" of tho Roue sarcoma virus was 
found (o be changing ©orae fundamental property 6 of the normal ooll 
»o 14 kecamo a malignant coll* Tho do tailed molecular events of 
tho malignant transformation of a cancer call could now bo studied 
with jhia modal. &y l&O tho outline of t)jo present oncogene 
thoor^ wafl clearly in place, Tt was known that'^ny, though not 
all, *>f the animnl RNA tumor viruses could transform certain typoa 
of normal colls into eancer cello in v tho tost tube* Like the 



observation of Duesborg and Vogt with the Rous sarcoma virus, it 
was Observed that all of the test tdbo ,tran*f ormii^j" R^A tumpr 
viruses carried a single gene, that causes cancer^,/ These viral. ' 
type oncogenes we.ro the responsible agents for the malignant trans- .. 
for/nation seen in toi$ tube,, 

The molecular biology of the RNA tumor viruses and how thoy^ 
act. inside of injected colls was also well known by 1900, RNA 
tuSnor viruses belong to a olasij of viruses called retroviruses , 
Tpe genetic information of these typos of viruses is carried in 
form of RNfi and additionally they carry an important onxymo, 
ieverse transcriptase, in the virus packet. Puring. their life 

/cycle inside of a cell, the RNA genes are copied into DNA, and 

* ! 
this now DNA segment or gene is integrated into the cell's genes. 

«. •■ # 

rf the RNA tumor virus barrios an oncogene that gene is incorporated 
into tho cell's genetic apparatus and will generally be activated 
and expressed. Tho expression of this newly acquired oncogene Jay 

the cell ca^lkes the cell to become .malignant , As long as the dancer 

■' I 

gone is active, the cell is malignant., If the gene is switched off 
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* th* cell losw* Us maliatfant character and .bacomos a normal coll. 
But the orftieal question was, whora did the oncogene itself 
coma from? Was it always, a viral derived gene 01* could it have 
originated In animal calls? The tlna.l anawer - now oiaarly 
established - has shown that tha' viral, oncogene was really a copy 
o.r a cellular 3&n* proto-oncogene, Thua; today we know that 
canoeing ©no* ara normal components of all animal colls « 



Cellular 



On cog 



anas 



How did wt? gel scientifically from viral oncogenes to cellular 
** K ( 12 ) 

oncogenes? In 1969, Huebner and Todaro had noted that leufcemia 

in mica could be transmitted through khe genu colls and because 
of this observation they postulated tho existence of a "cellular 
oncogene". They postulated that most if not all animal cells had 
cellular oncogene* which could under the appropriate circumstances 
cause concur, it was tha work of Steholin, Varmus, Bishop and 
Vogt**"* } , in 1976 that clearly showed that calls #f virus free 
birds (chicken and quail) contain cellular oncogenes identical to 
the viral typ« oncogenes scan in the Rous sarcoma virus, Those 
findings, of cellular cancer genes highly related to viral type 
cancer oeneS wore soon emended to cells of other animals - ce^ls •» 
of all vertebrate species, 'Thus these critical.!^ important studies 
estab] ished the central thesis of tho oncogene* theory i Oncogenes 
are normal components of all animal cells y How these cancer genes 
act. to .causes c.inoor has' baa n brondly wovked out th« pout six years. 
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Today thar* is, a goneral outline of on oncogene itiechdnism, 
Several dotal In are hissing and the precise ^mechanism* of control 
are unknown but tho protein product* enoodod by several cancer 
g«mas are known and tha.ir function in some malignant colls has 



£?J- A" 1**1. o»Gogono9 demonstrated by jULrgotagn^ transfer 



ftaccintiy (19 79) hyjman cancer genes hav* been i»olatod uairvq 
more direct gone transfer methods. Throw American laboratories * 
have accomplished thes<f direct Oaftcer gen© isolation*. (Weinberg, 
MIT; Cooper, Harvard Medical ? Wigler, Cold Springs? Harbor). Uoinq 
the method* of gone cloning, Weinberg and hie colleagues* ^ ^ 
extracted single genes from human cancer and transferred these 
single caneer » geno units to normal animal and human cells* vCIiqsq 
transferred cancer genes cause* the normal^eollB to become malignant. 
It waa quickly noted that many of tho*© oncogene* isolated from 
nonviral typo animal cancer* or from human cancers were almost * 
identical to the viral typo oncogfenea of the RNA tumor viruses* 
Thus, using data obtained from two diverse technolqgies , i,e, viral 
oncogene probes and- direct gene transfer, it haft been established 
that human cellR contain aOVaral cancer causing gonos* These genes 
Clra oi/\\»t~ mulatwd .or 'have becomo switched on inappropriately in. 
human cancer eel Vs.. * f 
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There are about 20 Known human canGer geftea. Probably 10 
or 20 morn exist but have not boon identified. 
19 viral typo oncogenes have been Identified* Cellular 
cancer genes r$^a£ed to moat of theee have been fpuricji in 
normal call* of man* 

Cancer genes play ah Important role in mifcny if not all 
normal cells at some point 4.n their development* Their 
activity in normal colls seems largely tainted to the 
growth Signal systems of normal ,ce.lls. Many normal calls 
ara -knpwn to express qx exhibit oncogene activity* 
Cancer genes f ol low' "classical Monde li an Laws in gonial. 
Most cancers probably express abnormal activity of at least 
two oncogenes* A repent study of oncogene expression in 
"fresh" human tumors revealed the expression of four 
oncogenes in moo t ^cancers studied. Some cancer* exhibited 
expression of" seven different oncogenes. 
Oncogene express jjj^n has been do tooled In some "fresh* 1 
human cancers as well ^s in human cancer oell^lines. 
Tho protein products of several (5 or 6) oncogenes have 
boon identified and isolated. Two t typos of function 
have been assigned to oncooono protein** Several oncogenes 
encode a protein tha.t is a tyrosine spooiflc Kinase. This 
oniymo Tnay function to regulate growth factor receptor 
status. Some cancer genes encode or produce .a protein that 
binds to DNA and could -thus act to regulate or control 
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oth«e «one»- Two woogeno protoin prooucU or* growth * 
factor r«o«ptor« (or parts of ft fWtfh <«otor wiaplox) i. 
I.' Two o»«h*ni«n» probably M counf for th« eonv«r*Aon of « 

normal noting pro tQ-oooog«i«o Into canGor w»u*lng ganoat ^ 
U-> A earoinog'on »tlm«l« k t«« th« oancor geno into 

V»»t<*r activity and 'allavn tho g«no to produca 
* much hlgh«r lov«l of protoln product than normal. 
(100 fold inoroaoa in oncog«no product h ft o boon 
rftportod in soma canooro) . 
(2) a c«rcJnog«n *««tatm<! or damage tho "normal onocgano 1 " I 
ana thue o structurally abnormal protein produot in ' 
* -formftd which 1o«qo 1W normal cellular function. Both 

M 0 h«nl»mf probably occur, #o«t aanoor gon'fts probably ^ 
oporat- by inducing highor lovoils of protftin products. 
(C»ra« H *)r» tl'P a ot oncogene, is known to contain a 
»xngl« point mutation (damage* or changed DNA aequence) t 
How prevalent thio gen* or othor "mutated" type cancer 
^jonen aro. in human linear le unknown. 

future Research on Oncogenes 

It is highly Ukoly that tho work on oncogonoo will op«n 
•«v«t«l now Btrftt*gie« for 1 cancer } dlagnooU and treatment, within 
t.n years now approach*, to o.n«r diagnosis and thorapy arc likely 
because ot tho onoog*rt<. breakthrough.' Currently , .scientists ar»^ 
predicting that oncogene knowledge will bo helpful in three ftroao 
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Npf clinical cancer roanag*m«nti (1) okncar risk prediction 
(2) cancer diagnosis (3) cancer troa^mont. 

s > 

£i*J)£S£ KIS3l£!lfc3a 1 Today ifvro aw a to that certain 

individual* are (at a much higher. risk than normal individuals for 
developing cancer. DatJ]|||3tain«d from- the study of n group of \^ 
very tar© hereditary canooro has locV to the idea fnat there are 
v<*ry specific genes related to cancer susceptibility. These 
genes determine tha cancer risk of any ^ VG ^ individual. Whether 
these cancer susceptibility genes are ack*411y oncogenes or more 
likely gsnos which can switch oncogenes on is unknown. Soma 
cancer tcUntUta believe that wo ^can soon dovolop^Hnical 
technique* for gene analysis which would allow us to detoA 
activated susceptibility* c£>noa or activated oncogenes. Individuals 
-wi r.h activated^ susceptibility genes or activated oncogenes would 
b« at very high risk for developing cancer* Individuals in whom 
these genes wore turned off would bo vary unlikely to dovolop 
cancer, if accurate cancer risk assessments oould bo made on 
specific individuals, this achievement could have a far reaching 
impaction cancor control. Individuals known to bo at a very high 
lisk for specific typos of cancer could bo advised to use cancer 
chemoprev«ntlon drugs or social diets and mora importantly have 
annual cancer, diagnostic tests, Rational removal of high risk 
not ma 1 tisauo could eljSo b'e implemented, i.e. subcutaneous 
mastectomy. The underlying principle in all of these approaches is 
that a genetic change - an activation of a specific gono * can bo 

; * - 
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identified by the uafr of apeoial mei ocular oncogene probes. Tho 
presence of a spociflc activated gene would opacify -ft prodiipo- 
aition to malignancy/ 

\ 

\ 

> 

£*2i£2X Iil3il9-l.il 1 Highly senoitivo.rengonts for detecting £ho 

presfrirtW of oncogenes and oncogene proton product* are already* 

* * 
available. Th* first attempts to classify human cancer According 

to their oncogen* characteristics has bean recently published 

(Science,, April 20, 1904) ( * 5 ) r if cancer patiento. shod oncogene 

protein producta in their blood those* could bo ueod to detect 

-t 

cancer at a very early stage. Present day morioolonal antibody 
detection techniques are extremely sensitive end could possibly * 
detect very small amo.unts of oncogene products that might be shed 
in tho blood of cancer pafciontc* Monoclonal antibodies for 
detecting oncogene protein products should be/- generally available 
to the scientific community within two years + f <^ Clinical surveys 
of cancer patients blood for the presence of oncogene products 
will likely be undertaken in several canaer centers within one to 
two years, ^e have already initiated plans £or such a study in our 
laboratory at Georgetown University. 

■ * \ * 

Ca ncer treatm ent? Can oncogene derived knowledge of the molecular 
events occurring at the cellular level 111 carcinogenesis lead to 
new treatment strategi**?,^ The most fundamental question J.n this, 
rogard is* Can we dTexfcs* strategies to switch off cancer genes? 
From animal studios we know that if we switch off or repre.es the 
activity of an oncogohe, that cell Is no' longer malignant. The 
switched. off cell behaves as a normal cell. The mechanisms for * 

r' -» ' 
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turning off yon* /idtivity oro poorly und^rsto^d prfcsont. If . 
the switch off strategy elude* us, then sfcrategieo to "neutralise 
or block the action qZ oncogene produot* ee^m ^e^ai-blo * Since 
tho activated oncogene aotd on ceil -fchrodgh a protein product 
intermediary, interference with this "oancar causing protein" 
could bo deleterious to tho cancer coil* Beversl now troatmont 
strategies will undoubtedly bo developed oVor tho noxt ton yoarar 
based on the molecular Knowledge resulting from oncogene studiea* 
** 

Appli cation of ^oncogene ro^oarch tp hV*feftA kXQ 6 V 9 ftflce r 

• ■ 

Saver'ai linos of evidence suggoat that breast cancer in 
women U related to tho- expression of specific oncogenes. Of 
prim© importune© la tho fact that tho oncogene theory itself 
postulates that specific oncogenes are 1 expressed in all animal 

and Juiman concern Secondly, direct evidence of oncogene 

* " (15) 

^expression wae presented in"a recent report by Slamon ot. al* 

lin Science on April 20, 1984. Those investigators oxanlinod tumor 

tUsue from four patients with breast cancer for oncogene 

expression. All breast cancer specimens had spmo evidence of 

oncogene expression. Most human canoor '^issues showed expression 

of at least 5 different oncogenes* > * 

A third line of evidence that' oncogenes aro/bf critical 

Importance to human breast cancer is the strong s.ii^ilarity of 

human breast* cancer to mouse breast cancer where specific onco- * 

gene expression i 3 believed to occur. Indeed, ttfore is some 

evidence that a type of UNA tumor virus may bo involved in tbe 



-nptioXoqy of hxtfr^n broaflt oahcar, - K specific non trans forming* 
UNA tumor virus 1b known to play a critical etiological rolo in 
mouae broaat cancer. Human gonos relatod\to tho Ratios of tho 
tnoutte breast cancer virus have boon detected in human breast 
tiafcuol Theso genes eaxiid promote or owitoh on oncogonos in tho 
human breast call. There ia ovidonoo tHat tho mouse breast 

^career viruo causes cancer in that animal by/ activating a 
Cellular oncogene (16 In summary, oncogonos probably play 
a vary oignif leant: role in tho oaueation of human breast. cancer. 
The accumulation of knowledge about oncogonos aad how thoy 
operate to cauao human dancer should havo a profound impaGt on 
tlU ultimate management of broast >canoor. 

Rocpnynondatipng i * . 

1 suggested nt the Gore Subcommi tteo msaring/t bn Juno 6, 1904 
the possibility of inqraasod Or accelerated funding in tho area 
of oncogene research. I raised tho question of whether incroasod 
Cunding in this area of cancer research might speed up the doliver 
,bf useful clinical strategies based on oncogene dorivod knowledge. 
A precedent for accelerated funding of targetod types of cancer 
research "was sot by the Congrocs in the late 1960*6- Indeed, the 
Special Cancer Virvtfi Program of the 'National Cancer Institute is a 
prime example >| a auacessf ul "accelerated funding program", 
Botween 197ft and 19/6 the^ amount of monies* spent on virus canGer 
research quadruje^ed ($21 million to $83 million) , By 1^6 6ver 
100 mil JLte*<aollars was spent in tho United States annually on 
virus caneor research. Dr. Fischinger's testimony at the Gore 
Subcommi tteo Hearing indicated that the amount of money spent on * 
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"pure oncogene research" in 1903 va* 36 million dollars, About 
3,7* of the total National Cancer Institute's budget* 

If tho Congress woro to consider accelerated funding In this 
field, I would recommend ft somewhat broader targeted category - 
that, of tho regulation of gone oppression. Oncogene research 
today is largely ono facet of gene regulation. Advances in tho 
general knowledge of gone regulation would likely be very helpful 
to oncogone resaarch. Conversely, oncogene research appears to 
bo on th* "cutting edge" of the field of gene regulation. 
Perhaps, the Congress Can develop, data on the resources presently 
allotted to the overall field of gene regulation research. 
Increased funding in this area of biological research would not 
only speed up oncogene research but yield broad benefits to 
society in many fields. 

T would Again ask tho Congress to consider^ accelerated 
funding in the field of oncogene and gone regulation rosearch: 
l would suggest the Congress ajik three scientific groups to 
develop position papers on thfl question of accelerated funding 
to guide the Congress in its deliberations on this question. 

f 

Specifically, the National Cancer Institute, the National 
Academy of Sciences end the American. Cancer Society could be 
.naked to present feasibility studies o* accelerated funding to 
tfce Congress. On bchaljf of , the American Cancer Society we would 
be willing to consider funding such a feasibility study and/ if 
carried out, to present it to the Congress. 

' Thank you ladies* and gentlemen for the opportunity to 

i 

'pi'«9f»nt my views on breast cancer research and the possible 
implications of present research activities on breast cancer 
control. 
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Ms. OAkar, Thonk'^u, Dr.- Feller, Vow know, it's so interesting. 
$200 million sounds like a lot of money to#a]l of us. But when you 
place that $200 million next to where ware, and somO-of our prior- 
ities; cluster bombs, coet more than $200 million. We give those to 
other countries. It|s jupt so attiujfd in terms o£ where our priorities 
■are. • * . . ft* ' ' 

And we saw in our various;, budgets recently, and it's not political 
saying this: We saw cuts in filacer research. And Senator Pepper, I 
want to say on behalf of my chairman, was the person who fought 
the hardest to restore it. And because one Qr',two members start 

auestioning, the one or twi^ different researchers that perhaps 
ldn t do the optimum job, w^fhrew Out all the good research that 
was done, and what you're telling this committee is that in the* sev- 
enties, because of {he. funding that we appropriated and the Presi- 
dent signed into law, because of that appropriation bill, we saw a 
breakthrough in analyzing- the cells, 6t cetera; you're more techni- 
cally aware of the names than I. 
Dr. FeiXbr. Right. . ••• k 
Ms. Oakar. And that if we continue and have an ftccelerated mo- 
mentum, we are going to see; a major breakthrough In our different 
approaches to curing and possibly even a cure. " 
Dr. Fbller. That is right. / ,, 

Ms. Oakar. But if we don't, 'shame -on ~us in terms of our prior- 
ities. v ' • 

Doctors, let me ask the three of you, will we ever see anything 
like, will I ever see anything like a Vaccine for my young nieces 
that, are also in this hereditary bracket, and other young girls that 
are and the children of .the patients who are here, who were here? 
Are we ever going to see a vaccine or something like that for— and 
I know what we've— what' we can do now, and I'm really pleased 
that we can do Qertaitf'.things nowf y 

But 1 want to talk about futuristic kinds of notions. I loved it 
when Kennedy said We're going to put a man on the Moon in 4 
decade, and we did it. I guess that's where I am. Do you think 
we're ever going to do that? 

Dr. Strax. Well, let me give you an idea about something else. 
There is a program, a project, that has already been OK'd, and it's 
going to start July 1^ supported by the National Cancer Institute. 
And this is directed to the problem that has been mentioned. We 
have to screen large numbers of women, because we don't ^know 
who is going to get a breast cancer. The genetic concept is impor-N 
tant but 80 percent of the women with cancers we find at' Guttman 
Institute have no high-risk factors at all. Most have had many chil- 
dren and many had their first child when they were young. This 
lady we saw here this morning, had her first child when she was 
21. She has no family history but yet she had a cancer. 
'And most cancers that we see are in such women, 

So, the concept has a reason that there fnust be some, true risk 
factor that we could detect that would tell us which woman is 
really at risk. And then it would make screening nnich easier^be- 
cause 'we could concentrate on those at risk. 

The project that has been funded, involves just that. It involves 
what we call promoting factors. The cause of breast cancer will lie 



in the domain of my colleagues, They will find the cause. They will 
be able to turn H on. 

I haven't got that much time to waste, or to wait. And so what I 
would like to do is to find out what I can do to shut off a cancer 
that m^y be brewing in a woman. 

Ms. Oakar. Riffht. 

Dr. Stkax. And this Je^ds us to the possibility of finding the risk 
marker in the womahTnat will tell us which one is going to get a 
breast cancer. We know that it must be connected with the female 
hormones, because men very seldom get breast cancer. And that 
these female hormones in many women ate not as nicely balanced 
as they should be. Most of the risk factors that we already know % 
about are connected with disturbances of these female hormones. 

This study that we are about to start involves a large number of 
important people /at the New York University 4 Medical Center, 
which is presunybly running this study, men in the Imperial 
Cancer ResearcyFund in London and people in the Netherlands 
Cancer Institute, tt will be a prospective study. A large number of 
women will be examined, some 40,000 women. They will have blood 
taken a certain way. That blood will be. saved. Some -of those 
women within the next & or 8 years will develop breast cancer. We 
think that we will be able to differentiate tfckkind of blood combin- 
ation of these hormones in p woman who dewlope a breast cancer, 
as compared to the woman who has not developed a breast cancer. 

And so if we find this probable combination, we will then have a 
• true risk factor. 

And \( we can find that this combination hold up> then we can 
have hopes of straightening out the combination, bringing the com- 
bination back to normal and perhaps prevent the disease from de- 
veloping. This study is about to start officially July first. And we 
hope that within five years we will have the kind of information 
that will be helpful to us. This does i#>t mean that<we should not 
be looking into the other areas that my friends have been talking 
abou,t< 

Ms. Oakar. Absolutely. 

I think that sounds very exciting, that finally we're going tQ get 
into studying those numbers of women, in thkt context. 

But if I jifst ask the question, are we going to see a breast cancer 
vaccine one of. these days? 

Dr. Feller. Let me comment on that. I know that you have 
brought that up and J know that Rose Kushner has raised that 
question also. * 

As you know, we at pur laboratory at Cfeorgetown have been 
looking for a human breast cancer virus for almost 20 years. I 
think my first research project at the NCI was to study the mouse 
virus, mouse breast cancer virud, and theft for over 15 years we, at 
Georgetown, have been looking for a breast cancer virus. 

It now ; appears that probably in the human there may be a virus 
but it's so closely linked to the oncogene and the switching on of 
the oncogene, that I really think thai we have to do the oncogene 
research first. 

I don't know, Madam Chairman, whether a vaccine is possible. It 
depends on whether certain kinds of viruses or specific oncogenes 
, are associated With human breast cancer. . 
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As Rose Kushner pointed out, research for the breast cancer 
virus studies was diminished, was decreased. I pointed out that Dr. 
Gal lo, who has now come forward, with the AIDS virus, that he 
persisted for 20 years in looking for a similar virus In human leu- 
kemia. Many scientists discouraged him and^aid that he was wast- 
ing his time. Rut Dr. Gallo, and I think he should get a Nobel prize 
for persistencer if nothing else, because he persisted and he now 
has shown that there is a virus that probably is associated with 
certain forms of leukemia. 

Now, if we could have had tHat support and that money for 
breafct cancer, we may have uncovered a virus. I don't know. 

Ms. Oakar. Why can't we do it all? That's my question. Why do 
we have to have various wonderful research projects compete for 
the same pot of monev; and they're probably all very important, 
even if they don't lead to a specific roal, through serendipity you 
find out other things, as I think you all pointed out. 

Dr. Knudson, didyou want to indke a quick statement? 

Dr. Knudson. I think that it would not be a good idea to place 
too much hope on vaccines for most\ cancers. People have looked 
very hard for these viruses and do' not find them. For hepatitis and 
Mer cancer yes. And for some others, I think yes. But I think 
most of us feel that there is jsome fundamental change in one of 
our own genes thajt has occurred in most candors, and there is no 
•way of producing a vaccina against such a change. 

My own interest in Oncogenes, ai>d Dr. Fellers', too, is partly re- 
lated to our own knowledge of Rous sarcoma that was first de- 
scried by Dr. Rous in 1911. There are such^vthtngs as temperature- 
sensitive mutants. When you grow the virup-infected cells at one 
temperature, they are very malignant and will kill an animal. If 
you grow them at a higher temperature, the virus oncogene is inac- 
tivated and the cells revert to normal. Now, that tells-us that the 
continued action of that oncogene is necessary for the continuing 
proliferation ot the cancer. If the oncogene' is turned pff, the cancer 
reverts to normal. So far our chemotherapy arid ourradiatioh have 
heen aimed at killing cancer cells; now we can dare for t{p first 
time to think of correcting cancer cells. * 

Ms. Oakah. Correcting them instead of killing them. Isn't that 
exciting? And, of course, Rose is shaking her head thinking, no, she 
still wants a vaccine. I guess I dp too. But Kwant all of it I guess I 
want it all. And I don't see why, *in this wonderful world of ours, 
with all you magnificent thinkers, we can't corns up with it, as 
long as we give you the resources to do the job. 

I wanted to close by thanking you and I Wit to thank all of our 
witnesses. I think this is the first of, hopefully, a series of hearings. 

1 went to the Soviet Union recently, and talked about arms con- « 
trol. When we mef with the Women's Institute, the women, you 
know, and we were always debating about who was wrong.and who 
was right about arms control* But you khow what? The one thing 
that united all of us was the need to cure eancer, and specifically 
the women were very concerned about breast cancer, and all of a 
sudden we broke open— we started talking about that and then we 
led to other ideas relative to other plateaus. 

I think it will be very interesting to have some of the great 
thinkers throughout the world Come to a hearing, if we could ever 
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afford to do that, to meet with all of you. And I'm sure that you do 
do that \ 

But it's my hope that this heaftng/" which my chairman was so 
gracious Tor having and the wondemil staff we have, in preparing * > 
It, will be of some help to the people of our country for the present 
and for the future. * i 

I'd like to, in particular, thank Dr. Kuller, whciis on loan to the y 
subcommittee, wlho did so much wonderful Work ijn helping prepare^ 
it, in getting some of the good witnesses that we Ve bad. I~aon't 
know if hq s here yes he's— In the back of the room. And 1'dUike to 
thank Bill Halamandaris, the staff director, and Kathy Ganger, 
and Melanie Modlin, and my interns, Vince and Sammi, and 1 
would like to thank the minority staff member, Mark Benedict, 
and the recorder, and I also want to thank Millie Vinicor* on my 
staff who went beyond the call of duty in terms of all the things 
that we put t her through. But among other things, her interest and 
involvement in the subject. 

And all the women who inured this hearing. There are a lot Qf 
women who hav$ written to ouf subcommittee and to me personal- 
ly and others, indicating the need for something like this and for 
cancer to get on the-rfor Congress to get on with it and start focus- 
ing on this issue, again which is so important to all of us, 

I want to thank the prese for being here, because without that 
form of communication we can't do it. A special thanks to all the 
witnes&s and Rose Kushner t for &11 the*great information she gives 
me, sometimes on a daily basis, and doesn't even charge a nickel. 
And all the people in the audience, including my nephew. Dr. Phil- 
lip Demio, who is a recent graduate, and I know that yoli learned 
some good things from these scholars, who are your peers, 

So, thank you all very much. * 

We're* not going to say that we cw^journ this meeting. We're just * 
going to say that we're going to continue and v^e're going to help in 
your battle to get the funding, you need as welJL 

The meeting is acljourned. 

[Whereupon, at 2 o'clock p.m., June 28, 1984, the hearing wa%pd- 
journed.) ■ ' 



154 




ERIC 



APPENDIX 1 



[Submitted for tho record by Cnrolyi*Alford» Midlothian, Va.] 
1984 Stestgw. Chaw** 88, Rkknuqluto 
8. 860, Approved March 8, 1984 



AN ACT To amend tho Code of Virginia by adding a section numbered 54-825.2.2, 
relating to informed content for treatment of breast tumor 

Bo it onacted by tho Ooneral Assembly of Virginia: 

I. That the Codo of Virginia is amended hy adding a section numbered 54-825.2:2 
qs follows • s 

v 5 54-825.2:2, Informed content for treatment of breast tumor; paragraphs required 
In form — Before a physician operates on a patient for a turner of tho breast, a con- 
tent form shall have bopn executed which Includes the following: 'tX)N8ftNT FOR 

™atmh;%ofbrba8ttumor ,? 

Sign option^*) or option (b), or option (a) and option (b). 

(a) Side (right or left) Breast Biopsy, 
Patient's or other authorized person's Signature 

(b) If it Is determined that I have a malignant iumor In my breost or other breast 

abnormality requiring surgery, then I authorise Dn to perform such operations 

or procedures, Including breast removal, which are deemed necessary. 

Procedure: . * - 4 

Patient's or other authorised person's Signature. 
. President of ttye Senate: - — \ 4 
Speaker of the House of Delegates: — 

Approved: . / 

Governor. * 



Dear Fkhcno: As you know, the "Breast Cancer Informed Consent Law" (SB 1898) 
became offective January 1, 1981. This law requires that a summary of effective al- 
ternative medically viable methods of treatment be provided by the State of Califotv 
nia to physicians for distribution to their patient*. 

Finally, after two years of concerted effort en the pari of concerned physicians, 
breast cancer patient*, para-professionals and other interested persons, wo haVe 
been ablo to produce a brochure which discusses breast cancer treatments We hojpe 
this material will form the basis for the breast cancer patient to discuss the various 
alternatives with hor physician, and leek other options if she so desires, 

Tho majority of women will not develop breast cancer in their life-time. Neverthe- 
less, it is the disease about which health-conscious Women havo the most anxiety; 
much of this anxiety and fear is based On misinformation. Applied knowledge %t this 
disease will not only serve to reduce women's anxiety about it, but will also lead to 
a higher rate of cure. The idea for thi* legislation came from one of my tonAtitu^nts 
who contacted me regarding her deep concern for other women to be aware of all 
medically viable alternatives tor the treatment of breast cancer. 

All of us who have worked on this publicatiotfbelieve that any woman facing the 
tmsibility of breast cancer has the right to receive all tbe information available in 
ofdei 3 for hor to take an informed and intelligent decision as to which procedure is 
best ifalted for her stage of the disease and the effect on the quality of her life. 

We are the second state to have this law. Massachusetts was the first and Wiscon- 
sin followed us* We are the* only state to have a written brochure.* . • J 
I hope you will find this summary informative. 



Statk or CaujohnIa, 

Sacramento, C4- 




David Kobkhtj. 
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Brkact Canc*r Tk^atmknt Svmmary or Alternative ErrEcnvE Methods-— Risks, 

ADVANTAGES* DiSADVANTAOES, JANUARY 1983 

\ 

[This summary is required by SB 1898, *'<Tho Broast Cancer Informed Consont Law", 
effective January 1, 1981— Projparod by the State Department of Hoalth Sorvlcoe 
based on recommendations of tno State Cancer Advisory Council) 

iPrhutd by Senate Uoptx^rnphk*. compliment* of Senator David RobortJ. IVcflidont pro tomjwro. CMirornJn 

k State Semite) 

ImTtunucrtON 

You have a troatabtardisoase and are entttlod to know about the various modically ' 
effective purgicaJ, radiological and chemotherapeutic treatment procedures avoil- 
nbla. 

Thiij brochure hoa been devoloped to assist you to understand what these various 
treatment procedures are, their advantage^, disadvantages, and risks. 

The troatr&mt of cancer is quite cojnplox. It must be individualized. The choice of 
therapy may bo difficult to make. U in important for you to have this basis informa- 
tion nbourfhe methods of treotmont so that you may discuss them more fully with 
your physician as they apply to your Case. This will holp you understand what treat- 
ment urograms may be uspg and what their effect* may pe In your individual situa- 
tion. Using this information as a basis for discussion, you and your physician should 
be able tdfcpake an informed choice 

Becayde cancor is a serious disease, it may be appropriate for either you or your 
physician to seek additional opinions Jf oithor of you dosiros. Your consent is re- 
quired before any treatment is carried out and vou have th4 right to participate in 
making the final choice of tho treatment procedure^). Your physician has a corre- 
sponding right to withdraw from the case ir ho chooses. * 

It i* very important to take a reasonable amount of time to obtain enough medi- 
cal information and consultation to mako a final informed decision, flut prolonged 
delay may interfere with tho success of your treatment. Making this choice is an 
important step. Once you and your physician have reached a decision about your 
treatment, you will have a positive attitude which will be a tremendous help as you 
and "your physician begin to carry out the treatmont of your cancer. 

MANAGKMKNT OF BRKAST CANCKR 

Management of breast cancer is achioved by tho cooperation of appropriate spe- 
cialists in the field: the primary (personal) physician for general suppQrt and coordi- 
nation: the surgeon for diagnosis by biopsy and specific surgical procedure for re- 
moval^ of the breast tumor; the pathologist for gross and microscopic diagnosis; the 
radiation oncologist for supervising and administering radiation treatment; the med- 
ical oncologist for specialized management of the patlont's care and administration 
of chemotherapy. In actual practico these members proceed fairly independently but 
maintain liaison by telephone and written reporting. 4 

TREATMKNT ALTERNATIVES: ADVANTAGES* DISADVANTAGES, RISKS 

If your diagnosis is breast cancer, it is important for you to understand there is 
enough time to make a careful decision. Prolonged de)ay and failure to get adequate 
treatment may result in the deterioration of your situation. In contrast, the benefits . 
of modern breast cancer therapy far outweigh the risks. This is especially true whop 
treatment is undertaken oarly. The risk may be small or serious, and its occurrence 
may vary from frequent to rare. There is a wide range of potential benoflta and 
risks from the various treatmont procedures for the different stages and kinds of 
breast cancer. Before dociding on your CoUrso of therapy, you should discuss with 
your physician the particular benefits and risks of tho treatment rnothods suitable 
for your individual cose, ^ 

Diagnosis 

Diagnosis is the scientific determination of the nature of the lump. It is made by 
tho pathologist who examines the tissue from tho breast lump (breast biopsy) under' 
the microscope. '* 

The breast biopsy entails the surgical removal oT part or all of tho lump under 
suitable anesthesia. Unless the lump is quite large it is usually removed in one 
piece (exclsional. biopey). (A large lump may be biopsied with a special needle or by 
surgically removing a small snmplp,) The tissue removed by biopsy provides materi- ' 



-er!c I56 - 



158 

ul for the ^definitive Uml for cancer, namoly the fcxaminoUon of tiwuo undor tho ml- 
croBcope by tho pathologist. If cancerous, port o( tho fresh tlssuo may also bo stud- 
J ^A ft>coptor8 f0r horniono * (ostrogen and progestorono). which could bo Impor- 
tant if fVituro troatmont decisions become necessary. (Only about 20% of broftst biop- 
sies are cancerous- tho remainder represent lo*s serious conditio*^) 

Tho procedure /or obtaining the biopey should be discussed with you since you 
must mako o decision botweon two course* of action— tho One-Step or Two-Stop Pro- 
cedure. 

In the •One-Stop PrWduro* you and your physician decide beforehand that If tho 
biopsy shows cancer and if surgery will be the treatment of choice, the entire proce- 
dure (biopsy, diagnosis .by pathologist, and the appropriate surgery) will be complet- 
ed m on© operation 

In the TWStoD Procedure, the biopey is done under local w general anesthesia 
and no additional operation Is performed at this timd. Aftor the pathologist exam- 
ines and report* on the biopey, the surgeon roviows the pathology report with you 
and discusses with you, the various treatmont options available and effective for 
your particular case. A decision is then made by you and your physician on which 
procedure is preferred by you for your individual care. 

Prior to the procedure you choose, a general modicdl evaluation which may in- 
clude anv or all of th6 rollowing diagnostic procedures is usually done to determine 
your individual situation: 

Your medical history (including family history of cancer); 

Physical examination; 

Blood test* evaluating function of various systems, e.g., liver, kidney immuni- 
ty, etc,; 

X-ray films (chest, bones, etc.); 
Breast x-ray dims (mammography); 
Radioisotope scan (bones, liver, brain, etc.); 

Computerised tomographic body scans (specialized x-ray views of any or all 
+ internal organs and bones); 

Sonograms (pictures of internal organs made with ultra-sound waves). 
Treatment recommendations are individualized. They aro based primarily on the 
extent (stage) and type of disease present as well as other factors related to your 
personal heolth. J 

* • Surgery 

This process involves removal of the tumor, and either a portion of the breast, all 
of the breast, or nil of the breast and some surrounding tissues as wolL 

, RADICAL (HALSTKW MASTECTOMY 

The Radical (Hoisted) Mastectofriy is not commonly used today except in unusal 
cases. In this procedure^ the.entire hreost, nipple, some of the overlying skin, under- 
lying chest muscles, nearby soft tissue and lymph nodes extending into the armpit 

are rerpoved. . * 

Advantages ^ ^ 

If cancer has not spread beyond brpaiit or nearby tissue, it can be completely re- 
moved. Lxammotion of lymph nodes provides information that Is Essentia) in plan- 
ning future treatment • * 

Disadvantages 

^Removes entire breast oncT underlying chest muscles. Leaves oHong scar and a 
TTCllow area where the muscles were removed; May result in sweiHh|L.©f the arm 
some loss of muscle po>ver in the arm, restricted shoulder motjon, bnTftom* numb- 
ness and discomfort. Reconstructive (plastic) surgery and fitting of breast prosthesis 
are difficult ■ > p 



MODIFIER R^piCMt. MASTECTOMY 

Entire breast, Ripple, some of overlying skin, neaYhy soft^fesue and lymph nodes 
in armpit are re*ov6d. .Chest muscles are left intffct^but overlying covering of 
muscle is removed. . 

Advantages ' . v 

Retains the chest muscles and muscle strength of arm. Swelling of arm occurs less 
frequently and is milder than after radical. Cosmetic appearance is better than with - "» \. 

i" '■'*.'. 
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radical. Apparently an effective A3 radical, but not if cancer is largo or has invaded 
tho muscle sheath. Cosmetically effective reconstructive surgory Id usually feasible. 

DisadudHtages * * 

Entire breast and part of overlying skin are removed. In somo cases removal of 
lymph nodes in armpit may b<\ incomplete. Some persons may experience swelling 
of the arm. ' , J 

8TMPI JC MASTECTOMY 

The main breast structure but not overlying skin is removed. Underlying chest 
muscles and ofton armpit lymph nodos are loft in place. Many surgeons remove 
some of the armpit lymph nodos through a separate small Incision under the arm to 
determine if cancer has spread to nodes. Often followed by radiation thorapy 

Advantages 

Chest muscles are not removed and strength of arm is not affected. Swelling -of 
arm occurs inffbquently. Reconstructive surgery is usually feasible, 

Disadvantage* 

Breast is not preserved. If cancer has spread to armpit lymph^nodes, it may 
remain undiscovered unless these nodes are sampled or removed at tho time of sur- 
gery; adequate troatment could be delayed. 

8KOMKNTA1J MASTltCTOMY, PARTIAL MA8TKCTOMY AND LUMPECTOMY 

If cancer is small and detected early, a segment of the breast containing the 
tumor is removed. Many surgeons also removo some armpit'lymph nodes through a 
separate incision to ch^ck for possible spread of cancer. Most cancer oxperts feel 
thus typo of operation should be followed by radiation thorapy and somo feel chemo- 
therapy should bo used in selected cases as well. Those procedures are relatively 
new and long term results are being documented. 

Advantages 

.Most of the breast remains. Reconstructive surgory is usually easier If needed at 
all Loss of muscle strength and swelling of the arm are unlikely to occur. Common- 
ly used as first step for Radiation Therapy as Primary Treatment in Early Breast 
Cancer, csjftcially if preservation of the broast is desired. 

Disadvantages 

Most cancer specialists feel these procedures may be incomplete unless armpit . 
lymph nodes are removed for pathological examination and person is jgivon radi- 
ation therapy or a combination of radiation therapy and chomothorapy. Otherwise 
spread of cancor into armpit lymph nodes or undetected areas of cancer present 
olsewjhere in breast may go untreated and chance for cure may be lost. 

Radiation (X-Ray) Thkrapy 

Radiation treatment of local tissues of the body, .known as radiotherapy, can de- 
stroy cancer cells while producing less injury to siferounding tissues. Radiation for 
treatment may come from a number of devices, e.gf Super voltage x-ray, linear ac- 
celerator, Betatron, Cobalt-60 and radioactive isotopes. Tho source and type of radi- 
ation is chosen to duit the requirements of the individual. 

RADIATION THERAPY AS PRIMARY TREATMENT IN RARLY DRKA8T CANCRR 

This approach has been ueejrfor about 10 years in this country and for about 20 
years in Europe, for the tretttftont of early breast cancer. After pathologic diagnosis 
by biopsy and surgical ronfoval of thl local tumor, external radiatioii thorapy is 
iised to treat the remaind^fcbf the brea&, the lymph nodes, and the chest wall. Thfo 
is then followed by a radiation "booety to the biopsy Site with radioactive sources 
temporarily introduced into the area Of the excision. Sometimes the boost may be 
given with more external irradiation (or electron beam). 

Advantages * 

The breast is preserved. It may be mildly to moderately firmer. Usually there is 
minimal or no visiblexleformity of surrounding tissues. After competion of the treat- 
ment, the skin usually regains normal appearance. 
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In early brea#t cancer, lumpectomy or segmental ''ftfoctlob, With radiation as the 
primary treatment, has demonstroted result* that currently appear equal to long 
established surgical procedure*. 

Disadvantages 

A full course of treatment require* daily outpatient visits foi> four to six weeks. 
Treatment may produce 8kin reaction atollarto sunburn and may cause temporary 
difficulty in swallowing. Radiation therapy can affect bone marrow whare blood 
cells ore made. This way limit t^e dotage and effectiveness of later chemotherapy if 
it is needed. A small area of scarring, permanently visible on x-ray examination, 
may devolopln* tho lung, but usually causes no symptoms. 

RADIATION T1IKRAPY AS A 8UFPUtM*NT ( AOJU V/Oft) TO 8URORRY 

Following surgery, ejtornination of the surgical specimen bythe pathologist may 
show the cancer has spread outside the breast and feto ampH lymph nodes or local 
surrounding areas. Radiation therapy will usually control cancer. cells remaining In 
these areas. The treatment of advanced cancer often requires the consultation and 
coordinated efforts of the surgeon, radiation oncologist and the medico) oncologist 
(see below). 

Advantages 

The goal of radiation therapy Is to destroy cancor cells in tissue In the radiation 
treatment area which improves control of or stop* the. spread of cancer In the treat- 
ment area. Modern equipment gives very precise contro^of the x-ray treatment. Ra- 
diation therapy may be used to treat totalled metastases. 

Disadvantages r 

The major side effects are the same as those listed under radiation therapy as a 
primary treatment. When cuncor is treated by radiation therapy as a supplement to 
surgery, there may be wide variations in the extent of the treatments required do, 
pending on the problem or site of disease being treated. 

Chemotherapy 

Medical oncologist is the specialist w^o usually plans and administers the chemo- 
therapy and may coordinate the patient's management with Other physicians. 
Chemotherapy is designed to destroy breast cancor cells that cannot be ♦removed stife 
gicaily or by radiation or their combination. # W 

In recent years important and effective advances in breast cancer treatment hayo 
been made in this area, especially advanced cancer. Different drugs or a combina- 
tion of drugs are administered oridly or by injection. This program is adapted to the 
individual and may continue at intervals for fcix months to two years or longer do- 
pending on theenncer being treated and the drug program being used. 

SUPPLieMKNtAL (ADJUVANT) OHKMOTHRRAPY 

Chemotherapy supplements primary surgical Or radiation treatment when it is 
likely the patient has a cancor wHtoh has spread into or beyond nearby lymph 
nodes. Such patients have a higher risk of recurrence than those whose lymph 
nodes are found to be free of cancer. Supplemental chemotherapy may reduce this 
risk considerably. 

Advantages ' A \ 

Increases the effectiveness of surgory or radiation therapy and reducos tho risk of 
breast cancer recurrence, Wotjts to stop its growth at distant sites In the body. 

Disadvantages 

Most chomotherapy drugs have reversible side effects. Some side effects are mini- 
mal while others can cause discomfort, including nausea, temporary loss of hair, 
bene marrow depression (resulting in temporary susceptibility to Infection and 
bleeding tendency), anemia, loss of appetite and fatigue, and rarely damage to heart 
muscles. Also may depress reproductive function and cause change of life symptoms, 
Newer techniques of administration and dosage reduce the side effects of chemo- 
therapy. 



A 



156 

ailSMOTHJCRAPY VoR RJCCURRRftT »R*AST QANOICR 

Anti-cancer durgs, taken alone or In combination with other modalities, can 
nrreat the disease, help to relieve symptoms, and prolong the life of a patient who 
axperloncos recurrence of breast cancer. 



HORMONAL T^UCRAPY 

Many breast cancers are 8ensiUve*to female hormones (estrogen and prognetorono) 
and are partially controlled by them, In many treatment centers, flreah tissue frora^ 
the tumor (specimen or biopsy) can be tested to moAsure this hormone sonsltivitj* 
(estrogen roceptor assay). In some breast cancer patients, beneficial effects can be 
receded by adding hormones, removing glands that produce them, or by administer- 
ing durgs (anti-hormones) that counteract the hormonte produced by the body. Hor- 
mone therapy often increases significantly the effectiveness of other cancer therapy. 

INVESTIGATIVE TREATMENTS FOR BRK^ST OANCRR 

Clinical trials are new treatments which are not yet generally available. Labora- 
tory or other reliable studies may indicate a now cancer treatment procedure or 
therapy program could be better than ones tn current use. Rosearch to measure ef- 
fectiveness is.conducted in clinical trials by many major cancer treatment proupe. 
The i\ew treatment methods are put to general use only after long term evaluation 
by cancer experts when they find the new treatment gives resultsuia good as, or 
better than, established treatments. ^ . * 

RRKAST P0RJM8 

Brea>t forms (prostheses) are made with a variety of substance!* puch as silicone, 
foanvtubbor, silastic viscous ftuir or glycerin. Fitted indl«uallyjand worn in bras- 
siere Dockets, they can give the form, weight, and>ppoaranco ora normal bustline. 
The right bra for you may very well bo the one you've always worn. YouiF health * 
insurance generally covers a portion of this cost with your physician's proscription. 

RECONSTRUCTIVE bRKA8T PROCEDURES I " J 

Reconstructive plastic surgery may effectively restore the form of the breast and 
adjacent tissues lost at surgery. Implants of breast prostheses or surgical transfer of 
body tissues may be used. Usually at least two surgeries are required to achiovo de- 
sired rpsulte, but in some cases advance planning can minimis this. The possibility 
of reconstructive surgery should be discussed with your physician in advance of a 
definite surgical treatment procedure. You should investigate the extont of financial 
coverage available through your health insurance for this procedure. 

roux>wui> 

The success of cancer treatment depends not otite on early detection and effective 
treatment, but oj«K> on a careftil, consistent followgup program to detect cancer re- 
currence as early as possible if it should occur. Consistent regular visit* to the treat- 
ing physician and monthly self-examination are essentia). New methods of detection 
and treatment are being continually developed and Can be used to ypur advantage. 

Many very helpful and thoughtful women who have been through d similar expe- 
rience can lend you their support and guidance. They can be contacted through 
your physician, your hospital, your local unit of the American Cancer Socioty, or 
the National Cancer Institute's Cancer Information Service. 

SUMMARY 

This brochure is intended to make you aware of the effective alternative methods 
of treating breast cancer available In California, and yojfr role in choosing the 
method to be used in your care. In ortfor to reach a decision on the treatment 
method, it is important for you to understand the nature of the disoase, the extent 
of your problem, the treatment needed, the method or methods Of providing that 
treatment suitable to your particular situation, and finally the results that may rea- 
sonably be expected. 

This is best done by having a complete evaluation followed by a thorough discus- 
sion with your phySician(s). The brochure should assist you to participate In these 
discussions by providing essential background information so you cafli ask questions 
you need answered, and help you to understand what your physician Is stalking 
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about and how the choice of cancer JLreotmont method will affect you and your cir- 
cumstances. * . i \ 

Many important details are necessarily loft out and you should look to your physi- 
cian for your complete and current jjnformatidn. Being well, informed and having 
thoroughly discussed the alternatives will make it oasier to make a knowledgoable 
decision about *your course of troatmont. It will give you justified confidence you 
have mado the best choice possible. This will be a tremendous help to you and your 
physician as you carry out your treatment and establish your follow-up program. 

* 

' HEALTH AND SAFETY CODK» SKCTlON J704.5 ' 

California Physicians and Surgeons are required by law to inform patients of al- 
ternative effective methods of treatment for breast cancer. This brochure describes 
medically viable treatment including surgical, radiological (x-ray) chemotherapoutic 
(drugs) treatments or combinations thereof. It has been printed in a form which 
may be reproduced by physicians for distribution to their patients. If physicians 
wish to obtain printed copies they may be purchased from: 

Slate of California. Publications Section, P.O. Box 1015, North Highland*. CA 95660 

The cost of the brochure* 

2C> copies > $8.40 

5.0 copies x tt.1T> 

100 copies 0.16 



Julik^JRistom, California 

By (ho time Juliet Ristom of Los Angeles learned that hor breast lump was sus- 
|x>cted to be cancerous, her doctor had already reserved an operating rooro for a 
mastectomy. When she asked about alternatives, he refused to give her any infor- 
mation. After 11 days of research on breast cancer, she chose to nave a lumpectomy 
followed by radiation therapy. Throughout hor search, she was frustrated and infti- * 
ranted by doctors' reluctance to discuss troatment options. When hor "treatment was 
completed, she contacted her state senator, David Roberti, urging legislation requir- 
if|t> physicians to orovide breast-cancer patients ftill information on their treatment 
options. In 1980, Senator Roberti introduced "The Breast Cancer Informed Consent 
Law", and Ms. Ristom became a one^woman lobby for breast-cancer patient^' rights. 
With little support from women's groups in the state, she was successful irk getting 
the legislation passed over opposition of numerous medical groups. 

The bill required that breast-cancer pationts receivo written information on treat- 
ment alternatives. The California Cancer Advisory Board was given the task of pre- 
paring a suitable document. The task took two years and several dozen drafts be- 
cause of disagreements $n emphasis and wording. Senator Roberti insisted that Ms. 
Ristom be allowed to ctfmmont on the brochure, ,and she was adamant that it not 
pluce excessive emphasfy on mastectomies as opposed to other types of treatment. 

The brochure bocame^oyailable in March, 1983. In her.Jonely battle for breast- 
canccr'pntients, Juliot Ristom ostjmated she lost $75,000 in business from her per- 
sonnel agency by spending so much time on her crusado. She has no doubt, howov- 
er, that she made the right decision. Freedom of choice was the issuo at stake, 

Copies of the State of California's brochure -'Breast Cancor Treatment/Summary 
of After native Effective Methods/ Risks, Advantages, Disadvantages," are available 
through the American Institute for Cancer Reggarch. For your copy of this informa- , 
tive brochure, chdck box 2 on the "Free InlBrmatkm Request" card, or write to -c 
A1CR national headquarters. ^M^^L • * 

m A South Oodkn Dr., 

^■K Angeles, CA, August 12. 1980x 
To each Assembly member: ^^•^ 

Dkar . I am attach! rig the statement I made at the hearing of the - 

Senate Committee on Business & Professions Code, as well as a rebuttal tb the v 
letter sent by the CMA to Stato Senator David A. Rdborti, dated July 2, H>8ty for A 
your information and study. % £ * i 

Senate Bill 181)3 will n6t help me because I took control of my treatment oritiwll/ 
always do so, Howover, l^have worked very hard fbr Its pfl&sage in order \Mht breasr 
cancer victims will be aware of all procedures and not be forced, through^ ighor»nc$ 
to accept a mastectomy if it is at all possible to avoid it. If after learning dt,tfto 
various procedures, a patient* chooses a mastectomy — that^s fine. It is tljiat ^atie^'s 
choice, and he or she will live comfortably with it. * ^ v 
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Tho United. State* is a country with vajt resources, and monies labeled for cancer 
research. Yot the medical profession as * whole is not abreast or tho varioun modali- 
ties of treatment that aro avollable^Evory man, woman and child in tho world 
should have tho right to- the best ana most complete modteal Information available 
in order to save their lives. The horror is that tar too ofton, as 1 might havo done, 
thoy will fall into the hands of a doctor using therapy which is already obsolete. 
An 'honorable physician is one Vho values opinions other than his or her own. 
. The patient's welfare, not his or her personal vindication, is their prime concern. If 
all members of tho medical profession practiced as the Hippocratlc Oath, to^ which 
they swear, directs, thoro would be no need to legislate ^hem— nor would there be 
the incredible number of malpractice suits against them. Wo aire aware that physi- 
cians are not infallible, but neglect, lack of sensitivity and compassion, a desire to 
play God, is unforgivable and a crime against Man. 
. Please vote for the passage of Senate Bill 1893. 
Sincerely. v * . 

AKnUTTAI, OF POINTS RAISED BY THE CALIFORNIA. MEDICAL. ASSOCIATION IN THKIR LETTER 
TO SKNAtOR UAVID ROBRRTI, DATED JULY 2, 11*80 

1. . . legislation . . . may interfere with sound medical treatment . . .'*\it en- 
courages and creates sound medical treatment >v 

2. " . . . this lack df knowledge is a failing of our public education system . V- 
shortcoming of efforts toward public health information" "public ignorance Concern- 

^ ing disease and treatntont ... is a societal problem .... not a medical problem 
which can or should be dealt with in the context of the, individual patient's relation- 
ship with aphvsician who is doing tho best he or She can to ofTect a cure of a tragic 
ana omotitfalfy traumatic disease." , 

The community should play an active role in prevention not in diagnosis and/or* 
in recommending treatment £1 

Physicians are pa^d by their patients to inform thonffTyhis responsibility should 
not be shifted to public health departments. A physician is not doing his best when 
he or she withholds information as to alternative treatments or procedures from the 
patient, regardless of the disease. * 

3. "Cancer of the breast { is often an emotionally devastating affliction." It is 
always an emotionally devesting affliction. 

4 "Each educational moasures should reach the patient before she is con- 

k fronted with a diagnosis of actual "Or possible malignancy. ..." 

This is really ludicrous. No woman is going to make a study of breast cancer, be- 
cause none of us feel wo are over going to get it. This disease is so frightening that 
we avoid reading anything aboig ^t. 

According to the CMA, every person should take up tho study of medicine because 
we are all subject to getting any of the diseases known to man. None of us can be 
certain we aro only ^oing to get one disease in our lifetime. / * 

6. "The relationship between a physician and a seriously ill pationt is one requir- 
ing sensitivity on tho part of the physician; a delicate probing and investigation of 
the total needs of the patient, and a careful formulation of a medically sound treat- 
ment plan that includes informing the patient of the nature of her illness and tho 
risks as well as benefits of proposed treatments andf procedures." 

How I wish this wore true. Unfortunately, it is not My case and hundreds of 
thousands of others — including those Women who have, contacted me directlv for 
counseling— fcvore subjected to the rigid and closed minds of our physicians. These 
breast surgeons look at breajsts, not the woman. They don't care what tjie mutilia- 
tion of woman's body does to the quality of her lifo. Comments like, "What does a 60 
year old women need with breasts", or, (to a woman in her forties) "You'ro past thq 
child-hearing .ago, so losing your breast shouldn't be important to yi^u." * 

(I. "No printed pamphlet, directed to the public generally, can replace or even 
meaningfully supplement the physician's thorough explanation to the individual pa- 
tient of her broast cancer and the proposed treatment thereof in manner that 
meets the unique needs of that patient" • , * , 

I have alroady described the lack of information given the pationt. anc^the CMA 
has already stated in their letter that they dopnot believe the physician should have 
to educate the patient; and I have alroady commented on the lack of sensitivity and 
compassion that exists with the physican. 

tnsofar-as the pamphlet is concerned, I would have given anything in the world to 
have had such a pamphlet at the time I was diagnosed as having breast cancer. It 
would have given mo a sense of direction, even if my surgeon refused to give me the 
names of doctors who specialise m various, alternative procedures. And it would 
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have a pa red mo cloven (lava of doep depression and terror. Instead I had to go on 
my search blindly. 8y%n Jtcldont I would get ono name; by a coincidence I would 
got another, or one contact would lead me to anothor, and bo on. I hfad to rush 
through reading as much matorial as possible because my surgeon did not feel it 
was important to tell mo what stag© ot tho disease I had (which happens to be 6x~ 
tromelyimportai*! in order to make a decision as to the most effective procedure)- 
. In fact, When I u*kod~Huii ifrhe wpuld thrsk^ing testa prior to a mastectomy, ho told 
mo ho would not. Yet, IrShe cancor had metastasized in another part of my body, it 
would have been useless wporform a mastectomy. Also, with such a pamphlet guid- 
ing mo, Improbably could have made up my mind In at the very loast half the time it 
took me. tt is possible that my taking 11 days to make by decision could affect nxy 
health 

7 "We suspect that tho need for SB 181)8 perceived by its proponents is based oiv 
medical practice as it existed in past years >vhon radical mastectomy was the only 

„ provoiV effejptivo procodure to halt breast cancer. Recent advances in radiation ther- 
apy and chemotherapy have made the mastectomy loss of a* preferred procedure, 
however, and as a serious surgical procedure with severe emotional a s nd "psychologi- 
cal ramifipatioqs it is recommended only after a careful evaulation of the patient's 
individual medical needs has ruled out less invasive alternatives." 

Wrong. We are talking about all forms of mastectomy (radical, nnodiflod radical, 
nnd simple) versus alternative procedures. 
vYqu will be interested to know that even though the National Institute 5f Health 

. \ at a conference in Juno 1079 stated, "The Hoisted radical mastectomy initially in- 
troduced for locally advanced brettst iancer has been the traditional treatment for 
the poalJfl years. Selection in the past appears to have beert based 4n this tradition 
wither thSft tailored to a patient's stage of disease or histologic type." , a recent 
survey by a Ph d in Public Health at USC showed that 26%, of the mastectomies 
boing^done today are the Halsted radical. Statistics after statistics havo been proven 
that the modified or simple mastectomy has far better survival rates than the radi- 
cal. AndL for your information, statistics so far have proven that alternative proce- 
dures ha\e survival rates as g<»d, if not better in many instancos, than mastecto- 
mies. \ 

am delighteoNihat tho CMA is aware of the rocont advances in radiation therapy 
nno chcmotherapY It's tragic that most of them do not share information about 
these "advances' with thoir pationts. ✓ 

APPEARANCE OF JULIET R. FU8TOM BEFORE THE SENATE COMMITTEE ON BUSINESS AND 
PROFESSIONS COOK HEARING RE SENATE BILL 1893 ON APRIL 9, 1980 

Ladies and Gentlemen: It is most appropriate that this hearing on legislation re- 
quiring that all breast cancer victims be told of alternative procedures is being held 
at this time because April is "Cancer Month" — and so all cancer victims are made 
even more aware of the possibility of their lifo span|be(hg shortened as a result of 
having had this tragic disea.se. 
*■ I was diagnosed as having'breast cancer last July. My Surgeon— considered one of 
tho very bestjn Los Angeles — did not think it was x important to come to the hospital 
to give me this tragic information anp! to describe ana consult with me on the surgi- 
cal procedure he wanted to perforin and its possible after effects. Instead, he phoned 
me at 5:15 p.m. whilo I was all alono in my room; gave me tho results of the biopsy; - 
and that he had the operating room reserved for the next morning to perform a 
modified radical mastectomy. Even though l.was in a state of shock,! had the pros- 
ence«of mind to tell him to cancol tho operating room: that I wanted out of the hos- 
pital as I wanted to search alternative procedures. His comment was "what alterna- 
tive procedures*'— and I told him that one of them was radioactive implants. He 
never told me that right in that hospital was the top man for this particular proce- 
dure. To digress for a moment, I told the surgeon I wanted the specimen sent to 
Slonn-Kettering in New York for a second opinion. Their recommendation was tt 
simple mastectomy rather than the crippling modified radical my surgeon wanted 
to do. , 

I will not go into the 11 days of KW11 1 wont through interviewing surgeons, radi- 
ologists, members of the staff at USC Cancor Information Center pathologists, ahd 
the Reading of three of the best bopks on breast cancer so that I could make an 
intelligent decision— one that would not destroy the quality of my life, which 1 felt 
sure the mutiliation of my body would. I chose radioactive implants and this proce- 
dure was done by Dr. Ronald W. Thompson at Cedars-Sinai whore the biopsy had 
been preformed. 
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! was told I should bo brief fto I will end this opening statement with a quote from 
a lotted 1 wrote to my gynecologist who told mo' that regrettably he could only help 
mc if something was wrong with mo from the waist down t but ho wanted to know 
which procedure I choee. When I called him and told him, ho told me he was glad 
because if it was a member of his family he would have searched for alternative 
procedure**— yet he hud sent me to a breast surgeon who only did modified radical 
mastectomies. 

*'When a women is examined by you or your associates, you examine her breasts 
for lumps If she has a lump, of If sho calls you, as I did, and "bays she has a dis- 
charge of blood from her nipple, you recommend a breast surgeon. The surgeon rec- 
ommends a biopsy, and. if it is malignant, he recommends that a mastectomy be 
performed immediately— either a radical (which, tragicalJy, is still boing done), or a 
modified radical (many times only moderately improved over the radical). Both of 
which ate nothing more th*n the mutiliation of the woman. She Is always told that 
time is of the essenc/ and atAier emotionally weakest moment and within the pay* 
chological pressure />f a hoemial environment, she agrees to the mastectomy which 
has to inttt the quality of her life to a devastating degree. She doesn't, have the 
time, or theNtnowUnhfo, to look for alternative procedures. For example, Avho does 
luinpec torn ioarsCe r tarn \y a preferable choice than having her breast completely cut 
off To whom ciui she \ook to tell fyer about alternative procedures? Certamly not to 
the surgeon who^fcnhJknows one procedure and has his mind closed to any others. 
And the surgeon iS essentially n stranger to her. 

"I fool that all doctors who take on the responsibility of examining a woman's 
breasts, be they gynecologists or /internists, must reevaluate this responsibility. You 
are the doctors who have to know about the alternative procedures and have at 
hand the names of doctors you can refer a woman to. '^he is moet familiar with the 
doctor she sees on n consistent basis: that doctor should be a part of hor medical 
team; she should be able to look for help from that quarter. 

"I am not advocating radioactive implants per so. Whri£ I am advocating — and am 
fighting for — it freedom of choice. A woman has the right, to decide what sho wants 
done to her body, but if she doesn't know sho has choice^, how can she choose?" 

One out of 11 women will get breast cancer — 50 percent of them will die from it. 
Everyone of you will bo touched by it, either through a relative or a friend. 

(Three other women then made a statement endorsing the bill: onOifrom the Na- 
tional Council of Catholic Women, the National Council of Jewish Wdmon, and the 
purses 1 Organ i^tion, all from the Sacramento area. After they w«jrf? finished, I 
took the microphone again and made this statement:] 

"1 would like to add that I am just as whole and normal as I ever whs " 

♦ " • 

(From the Lcxi AnK^et* Hernld Kxnmtuor, Thurwltvy. Sopl. IK, 1380) 

K 

How Onk Woman Ciianoko the Law on the Treatment of Bkkast Canckk 

. (By Joan Zyda) 

A year ago, Juliet Ristoms surgeon phoned her in her hospital room in Codars- 
Sinai Medical Center in Ix>s Angeles and gave her the dreaded news: Thbro wn* a 
cancerous lump in hor right breast and H would have to be removed. 
■ As shock and fear overcame her. the surgeon told her, rather clinically, ^1 have 
the operatuw room on reserve for you tomorrow morning . . , 

44 l4*skcd about alternatives," Ristom said, "and his answer is seared in my brain: 
'What alternatives?' he snapped. 

"1 said, '(^ancel the oporating room! I want out of this* Rospital! I'm going to 
search for options and make my own choice/ " bhe said. , r \ 

The surgeon thought she was crazy, and warned her that 4) me was critical, she 
said, but Ristom, a Beverly- Hills businesswoman who d« scribed her age as 
"mature," was undeterred. In a manner of speaking/ I toof control of my own 
treatment." 



For the next It days, sjt&raided loc^l libraries for brioks, maj jazinetf and scientific 
studies, phoned the USC^n^er "hot line," and interviewed i everal psychologists, 

he loacfing cause of 

Stions for her type of 



doctors, radiologists and pathbtogisti about breast. 1 cancer, 1 he loacfing cause of 
cancer deaths omong won.tt?n. , * 

Through her effort*, Ristom discovered several Treatment ol 
breast cancer, such as radi6active implants which.* would leavl her breast intact^ a 
"lumpectomy"— surgical removal of the lump only; radiation tjperapy; or a combina- 
tion of treatments. 
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She choao radiation implants, a complicated procedure involving the insertion of 
small nylon tubes into the broont in a goomotric pattern that are thon loaded with 
radioactive sources. 

Moreover, she had the' relatively painless two-month procoduro performed by an- 
other physician at Cedars-Sinni: Dr. Ronald W. Thompson, tho head of the radiolojrv 
department. D/ 

jV™ 8 ^ ssfu ! tre »tmont "kept me whole as tho day God made me," Ristom said, 
adding, I he only marks 1 have are the faded marks of the needlos 'I 

Ristom s cancer story might have onded there. But she becatpo convinced through 
har own investigation that docterfi were not informing breast cancer p^ients of 
medically accented options and instoad expected them to submissively undergo dis- 
ngunng radical mastectomies that might be unnecessary, 

"Doctors ignore the alternative procedures and frighton women into having fheir 
breasts chopped I off at their weakost mormfit— when they're waiting in the hospi- 
UH, she said. To summarily multilate a woman's body, without taking her into the 
decision-making process, is a crime." 

Inspired by the Massachusetts Legislature's recent adoption of a'sweeping pa- 
tient* rights bill, Ristom, who is single and childless, became a one-woman lobbyist 
tor the rights of breast cancer victiihs. 

About two weeks after she was discharged from the hospital, Ristom said she 
wrote a memo about her experience and sent it to her state senator, David Roberti, 
V) u>s Angeles, bho also mot with\jLhe lawmaker and explained her situation ' 1 
He took me absolutely seriously, and was as confounded as I was over the outra-' 
geous medical procedures concermnp breast cancer victims," Ristom said. 

Koborti introduced legislation,; signed into la* yesterday by Gov. Edmund G 
Brown Jr., that requiros physicians and surgeons to make the time and effort to 
inform breast cancer patients *bout medically approved alternatives. 

The law an amendment to t^e physicians-and-surgeons portion of the states Busi- 
ness and ProresHiomrCode, alscKstatee t)iat doctors must jifform patients of those al- 
ternatives "by means or a standardized written summary to be doveloped by the 
Cancer Advisory Council in laynian's language and in a language understood by the 
patient. , _ ° J 

Failure to comply with the code means a doctor or. surgeon "may be disciplined'' . 
for unprofessional conduct, the law states. * 

Opposition to the law was strong from California medical associations, "which have 
tn^itionally fought any government meddling in their profession. ' 

But Thompson, Ristom s second doctor, contends that while heddesn't like to <'soe 
medicine legislated, the law "doesn't create an intolerable bui^en on doctors and • 
women have the absolute right to know the options." 

Thompson said members of the mostly male medical profession have shown a 
tendency to deal with women's problems as simply as possible, without afways kcop^ 
ing an eye on. their patient's overall Well-being. . //* ' 

He claimed that mnnv of his patients for radioactive implants, an:Qc<*bted alter- 
native or some since the 1960's, have had to "hustle as many as six,- seven, eight 
doctors before they get to my door. * 

"Many surgeons think it's easier for them to iust remove the breast.'Vthe doctor 
said. If cancer of the penis were as widespread as breast cancer, you can be sure 
there would be an alternative to removing it." 



l^roiM Time hiti«(iy.ino. Nov U>8;IJ 

Easing Women's Constant Fear 

,»UKAKT-OANCKU PATIENTS CAN FACK A FUTUHE WITHOUT DISFIGUREMENT 

I By Claudia WnJIis as reported by Mary Carpenter (Venice) and Carol Foote (Santa 

Cruz)) 

*v , 
At some poiht jn her life, one out of eleven American women will be told slue has 
breast cancer. The dread of this moment 'is perhaps the single bluest fear that 
women have about their health. For NinaUVKUer, 42, or Santa Cn&?Kalif it hap- 
pened two years ago: Her reaction was tyWal " Total hysteria. AflBWfly thought 
was, they're going to multilate my body!) nnd\hen I'm going to die." B^Miller has 



Notr this will not be true in Georgia uuIobs the legislature will pass n law protecting n 
woman s right to control her body. y * 
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loet neither her life nor hor broast Like a small but growing number of breast- 
cancer patients in t<he U.S.^ho avoided a mastectomy and instead wub treated with 
a simple removal Of the breast lump (lumpectomy) followod by radiation therapy. 

Until recently, such broltst-iparing techniques wore universally considered to be 
inadequate and dangerous. Today, the evictehc© is to the contrary. Last month, at .a 
meeting at the National Cancer Institute in Betheeda, Md., noted Italian Oncologist 
Umberto Veronesi presented the results of a landmark ten-year study comparing 
survival after a mastectomy with survival following a less disfiguring operation 
called quadrectomy. His conclusion: "There is absolutely no difference 

Veronesi, who heads Milan's respected National Cancer Institute* bases his con- 
clusion on tho treatment and folloW-up of 700 Italian patients. Half were treated 
with a mastectomy and half with a quadrectomy. plus radiation 4 if the malignancy 
extended to lymph nodes under the arm. AJ1 pf the women in the study had a very 
early stage of breast cancer, with tumors measuring less than three-quarters of an 
inch in diameter. A decade after treatment, 96% of the women in both groups wore 
alive and apparently healthy. Significantly, the study defied tho longstanding 
dictum that anything short bf a mastectomy increases the risk that cancer will 
recur. In fact, the incidence of tumor recurrence was^ihe same in both groups, less 
than 5%. Said Dr. Bernard Fisher, chief breast cancer surgeon at the University of 
Pittsburgh. 'This makes it awfully hard to justify the radical mastectomy. 

Fisher is one of a small number of American medical dissidents who havo long 
opposed the indiscriminate use of mastectomies for breast-cancer patients. At a 
recent conference in Venice, Italy, sponsored by Bristol-Myers, he and a number of 
othcY y.S. doctors reported on. their successes with more limited treatment. Accord- 
ing to Dr. Samuel Hellman, physician in chief of New York's Memorial Sloan-Kot- 
tering Cancer* Cqnter ©von patients with tumors as large as two-inches in diameter 
may require nothing more than a lumpectomy followed by radiation. Though this 
approach involves removing even less tissue than Voronesi's method does, the re- 
sults with some 360 patients seem to be just as good. Moreover, Hellman notes, tho 
physical appearance of the treated breast is "good to excellent" in four out of five 
patients. „ *• 

tfespile the persuasive force of these studies. Hellman admits, "the consensus 
among U.S. physicians is still in favor of mastectomy." Indeed, his own institution, 
Sloan-Kettering, has long been a bastion of radical sufigery. A sujrvey conducted in 
1980-81 by the National Cancer Institute found that &)% of breast cancer patients 
in Atlanta and Detroit were belntf\treated with a modified radical mastectomy, an 
operation in which the breast ana some cheet . muscle are removed, fyp to 5% were 
-still being treated with the old-style radical mastectomy, in which so 1 much pectoral 
muscle is removed that arm motion may be limited for life. Only 1% of patients in 
Atlanta anti 10.8% in Detroit had received a lumpectomy, a quadrectomy, or some 
other form bf breast-sparing surgery. * 

m Many physicians have resisted the new techniques 'because they fear that without 
mastectomy cancer will be more likely to recur and ftiore patients will die. The ten- 
year Italian results may convert tho skeptics although Veronesi warns, "tyext the 
surgeonsMtrc* going to want to see the 15-year outcome and then the 20." 

Because th? mastectomy is so firmly entrenched ih American medicine, many 
breast-dancer patients are never told about the alternatives. To remedy this Califor- 
nia. Massachusetts, Minnesota, Hawaii and Wisconsin* have passed laws t\\at specifi- 
cally require doctors to inform patients of options in treatment before a final deci- 
sion is macio. Even so, reports Hellman, the various approaches are generally of- 
fered with "varying degrees of enthusiasm, depending on the phvsiclan. 
• Tho best candidates for a lumpectomy are women with small tumors that have 
not yet spread. Most doctors also prescribe additional treatment, with radiation as a 
precaution against turmor recurrence. For women with a small degree of spreading 
(measured by counting* the number of malignant lymph nodesX radiation treatment 
is strongly recommended. Women with more extensive spreading yiay also be candi- 
dal for a lumpectomy, but for these patients chemotherapy might be used as an 
added safeguard. According to Veronoers colleague, Dr. Gianni Bonadonna, a load- 
ing authority on chemotherapy, there Is roallv only one reason for a complete mas- 
tectomy: when the tumor is so large that it fills one-third or more of the breast. In 
that case, he asks, "What would you be leaving behind?" 

The key to getting by with less surgery, and improving the chances for survival* is 
early detection of the disease eight out of ten women treated for the incipient stage 
of breast cancer, known as stage 1, *4fcvive for ten years or more, the percentages 
drop off sharply with latot^ detection. 

Because the risk of breast malignancy increases with age, the American Cancer 
Society has fqr nearly a decade urged women 60 and over to have their breasts X- 
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rayed annually This Hummt»r, tho A C S. revised its recommendation to include 
women ago 40 through 40, citing tho improved accuracy and snfoty of low-dose mam- 
mography. Tho first lino of defense for women of all ages, however, is self-oxaminn- 
tion. In 1070 only 25% of breast tumors wero dotoctod at stage I. By 1980, as more 
women loomed how to examine their breasts, tho proportion had grown to tt0%. 
^ Despite the success rates for early detection of tumors, many women are so terri- 
fied bv tho prospect of a mastectomy that tnoy delay treatment. As former Patient 
Judy reinmnn, 46, puts it: "I know there was something wrong, but I just didn't 
want to face it.*' Perhaps says Bonadonna. the availability of less disfiguring treat- 
ments will lead to loss procrastination. "Women will roalizo that if they come in 
oarly, they will not bo punished hy the removal of o breast." , 

Gkohola Women's Coalition row Medical Fkkkoom, Inc., V 

College Park. GA t January t 1981 ' " 

Dkau Gugctkd STATK OmClAL, 

State Capitol. Atlanta, OA. v 

Time Magn/jne isoo roverso sido) reported the facts as roloased by National 
Cancer Institute; we strongly protest this being allowed to continue in GA. In 1973 
tho U.S. Supreme Court r^ed that the woman's right to control her body was a civil 
right under the 14th Amendment. We want that right spelled out in law in Georgia * \ 

and implemented in the case of breast cancer patients through a preprinted form ^ 
furnishing adequate data on alternatives and risks, for us to make our own decision 
concorning lumps in the breast. A copy of California's pre-printed form has been 
furnished to bur sponsor and is attached for your review. 

Women nre\ asking "are our doctors incompotont; do they need remedical training 
to update skih\ond knowledge? Is forced mastectomies a potential fraud on patient, 
insurance and government funds? Or, is this a possible form of male brutal ity-surffi* 
cal rape of cLofonseless uninformed females? What ever the reason, it must be 
stopped thrown protective^ laws. 

Current research findings confirm tho effectiveness of breast sparing surgery as 
stated approximately 16 years ago by Dr. Geo Crilo (Cleveland Clinic) and of Dr. 
Oliver Cope (Harvard) and more recently by Dr. Bernard Fisher, Chief of Breast 
Surgery Resoarch\ Univ. of Pittsburgh. 

Equally important is the warning tfivon by Me. Alice Hajnm (NCI) who stated 
"beware of bonigm diseases that. MIMIC CANCER". "Do not accept as gospel one 
doctors opinion or\decision btfeqd on frozen tissue slide. Insist oiv proof of cancer 
through Pernuuiexfl Tissue Biopsy" . . . something rarely done in Georgia, She only 
confirms statements in "Breast Diseases'' (doctor text book) by Ha ago neon who re- 
ported (as did NJft. Journal of Medicine) untold number of women needlessly sub- 
jected to disfiguring mastectomies when no cancer existed. 

Note Dr. Stephen Gallager, Prof of Pathology, M.D. Anderson Research Center 
states "There is no evidence to show a dolay of evon f>-ldays waiting for a confir- 
mation or patient decision, makes anV difference in patiera^urvival". ' 

U is time to initiate human rights In medical care in Georgia and reduce malprac- 
tice suits due to damaged angered persons w r ho wore not adequately informed to 
make an intelligent decision. 

Mauxe Stein mkyrr, Director. 



(From Iho San Juan Star. Tuesday. Fob 21, 

Victim Calks Mastectomy a "Human Issue" 
(By Lkon Daniel) 

Richmond. Va. (UPIr— Carolyn Alford, mother of four, sat in the living room of 
her suburban home and asked if I would like to see where her left breast had been. 
"Would you be embarrassed?" she inquired. 

Over thq next two hours it became clear my momentary discomfiture was nothing 
compared to the real physical and mental angui&h Mrs. Alford suffers daily. 

Still fresh- faced at 40. she is a pretty woman with the soft drawl of her native 
Virginia. 

Gravely* she removed her wine-colored knit vest and then a cameo at the collar of 
her frilled white blouse. 

She unfastened several buttons* loosened the pink strap of her brassiere and ex- 
posed a patch of flesh where her breast had been. 
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Tho creamy. fln«»U>xturod nkiti on the loft side of her chest was as fiat as her 
hopes hud beqn on a morning nine years ago when she awakened in a hospital with 
the certain knowledge an Important pari of here was irrevocably lost. 

At 31, just after the birth of her last child and only eon, her surgeon hod assured 
her he would remove from her breast only what he called % harmless Uttlo lump." 

After four hours of survey v aho awakened with excruciating pain in the recovery 
room to discover she had undergone i\ radical Halstead mastectomy. „ 

Mrs. Alford soon was to Umrn that meant she had lost forever not only a breast 
but much of her chest wnjl, her left pectoral muscle and the lymph nodes from her 
armpit. 

The pain was like \ had been scalded," she recalled, 

If she . did not know then the full oxtent of her toss, no one had to toll her hor 
breast was gone. 
* V I just know it," she said. 'The pain was so intense." 

She also come to kiiow that, while she was unconscious on the operating table, 
hor husbancPhad givon the surgeon i>ermission to perform the mastectomy. 

Mrs. Alford acknowledged frankly her marrtogo had been strained by tho impossi- 
ble decision her husband was forced to make on the spur of a nightmarish moment. 

"Ho started drinking heavily after the operation," she said. 

Carolyn Alford is among a growing number of women in the United States who 
demand legislation outlawing performance of a biopsy and mastectomy during the 
same operation with a signed ^informed consent" in advance giving the surgeon 
permission. 

She said her husband, who for years had refused to discuss with her the operation 
and its painful physical and menUl effect*, has undergone treatment tor alcoholism 
and now support*) her lobbying efforts. ^ 

"MaHtectortiy is not a feminist issue," she said quietly, 'it's a human Isauo " 

If you doubt that, observe the hurt in a bravo woman's eyes as she shows you the 
patch of flesh where her left breast once was. * ' 

In a statement ho prepared for' Virginia lawmakers, Richard Alford said the sur* 
geon who operated on his wife had Remanded tho biggest decision of my life from 
me in ju^t a few seconds." 

Wkilo waiting in the hospital lobby* for his wife to undergo what both had been 
assured was a minor surgical procedure, Alford was summoned to the reception 
desk where the receptionist handed him a phone, saying, "Use this one." 

"I wife htenntly on my toes, leaning across thedesk, visitors on either side of me 
asking for room numbers," Alford .recalled. ' 

'The doctor said, Tm sorry, Mr. Alford, but the tumor is malignant. I need your 
permission to perform surgery. ' " 

Stunned. Alford asked, ,r What ♦choice do I have?" 

A successful salesman for a high-technology manufacturer, Alford recalls the sur- 
geon saying, i can return her to her room, but also stating, "Wo don't have much 
time to wait.' 

"What do 1 do 7 " Alford afckdd the surgeon, fie said the surgeon replied, "Come to 
the bottom of the steps and someone will.bring the forms for you to sign." 
To his everlasting regret. Alford signed ftiem. H 

Breast cancer is the No. 1 cancer killer of women in the United States. Until just 
a few years ago. the radical mastectomy was*the standard treatment. 

Most women are now advised to choose a less traumatic procedure called a simple 
niastectoup, in which only breast tissue is removed and underlying muscles and 
lymph nodes are loft intact. 

Also availably is the lumpectomy, in which only diseased tissue is removed, tu- 
tors disagree whether this procedure is effective. 

Carolyn Alford. at age 31, with her life and its future quality at' stoke, wds no* 
given any options. * «T s •* * * 

No one asked her if they could remove her breast. No one told her they^wor* 
going to do something that would rob her of sexual self-esteem. 

Mrs. A I ford was not even told such actions were essential to save* her life, a propo- 
sition that would seem to have been at least arguable then. 

On Thanksgiving Day, 1974. life seemed full of promise to Carolyn Alford as she 
and her mother chatted while washing |the dishes after a festive family dinner. 

"Mother was saying sho had read 'f ou could detect, breast lumps by examining 
vourseil/ she recalled. Later, after a shower, she told her mother. <r l think I've 
found a lump." 

The surgeon her obstretieian recommended confirmed her finding and scheduled 
m\ operation to remove the lump. 
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"Ho never said anything about u mastectom^," said Mrs, Alford. who added that 
sh* and hor husband woK> twjsuml the small/tumor almost certainly wne benign. 

Mrs Alford wan unablo to ask thb most important question of hor life until tno 
answer mm academic. Sho put that question, -not to hor doctor, but Xo her husband," 
who was standing beside hor in tho recovoryro<)m when she, awoke in intense pain. 

"Richard, 1 have enncer^on't I?" sho nsko8\ 

Her next question, put gftently to herself. was> "Am I going to live?" 

"The first things I thought about wore my four children and death." sho said 

In tho years that followed, However, Mrs, Alford's thoughts, fed by tho physical 
pain and mental anguish sho suffers dully, ranged widely, perhapttorildly. 

"1 think I'll go to my grave wondering if 1 really had cancer," shosnid. 

She said the first six months were tho most difficult because of tho physical pain 
of the operation t hat loft hor scarred from armpit to waist. 

"I had a baby and 1 couldn't ovon change his dinpers/'^fijijpMud "My^rtiother had 
to £ive me baths " * A ^ 

i?)io said hor despair was compounded by her husband's refusal to discuss the op- 
eration. £ 

"Once I said to him that what happened to mo was not fair and he just said that 
life is unfair," nho recalled "I cried a lot. Ho knew I resented his signing the forms. 
,1 realty didn't want him to take the bhuno but I wanted him to know I didn't like 
what had happened to mo." * 

_ Qespite strains on tho marriage, Mrs. Alford sought counseling and tried to lend a 
normal suburban life Her bridge partners did nor even know she had had a masteo 
to my 

She said that by tho time her husband was getting treatment for alcoholism, "1. 
had so much auger I didn't know how to deal with it' 

About u year ago Mrs. Aifo/rd road a newspaper story that changochhor life. 

It stated that an all-male jjanel of Virginia state senators had .voted R-(> to kill a 
bill requiring doctors to ohtaiu informed consent from pa lion ts facing breast surgery 
for cancer 1 ' » 

At last, it seomed,^ ho had found the proper target for her nngujg. 

She was incensed that these men seemed to take tho position they knew what was 
bost for women and their bodios. 

** Nobody can know what it's like unless they carry around a body like mine," sho 
said * * 

After reading that newspaner account, Mrs. Alford walked across the road and, 
for the first time, unburdened herself to a neighbor, tolling her of hor mastectomy. 

"I loved it when she listened and seemed to understand" Mrs. Alford said.' 
; She then channeled her anfcer ftritt) lobbying to revive the dead legislation, work* 
ing with feminists but insisting sti<* was not one herself. A similar bill now is consid- 
ered to have n good chance to jp s jja 

"When I started I thought f^llawaH a detergent," she joked. 

Mrs Alford has a cause now but the pain, physical and mental, never leaves her 

for long. * - t 

"It hurts when my daughters try on swim suits or tennis clothes," she said. "I 

can't wear those things." 

During a family vacation at the beach, she said, she spent most of her time inside 
And then there are jokes, told innocently, that hurt her deeply. , 
"Do you know how injury jokes there are about boobs?" she asked, plaintively. 
There also remains some real bitterness. 

When Uie 2(H) stitcher wor<\ removed from her body, she recalled, the surgeon sur- 
veyed lvi« work and commented, "Its beautiful." 
"What I know now is that surgeons love to cut," she said. 

At times over the years she did not understand her own feelings about what had 
happened to her 

"J kept feeling guilty for not being appreciative for living','' she said. "People 
would tell me I should just bo glad to be alive." • a 

Mrs. Alford is angered by physicians' groups that oppose the legislation she be : 
lieves in so strongly.*; • 

"Why are they so determined that we not have a choice about what happens to 
our bodies'" she nskefiL. 

The Medical Soeiety&gf Virginia, According to its spokesman, has said the society 
approves of n consent fbVm in principle but does not want it mandated by low. 

home doctors fear such legislation would open the floodgates for interference in 
the treatment of other diseases. Some contend it would encourage women to delay 
needed surgery at'ld thus undergo anesthesia a second time, which in itself is a risk. 
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Carolyn Afford, who hud ftevor before beon an ectivls«f#lWTound the strength to 
stand up In public and look doctors and lawmakers in the eye whon she soys, "i 
don't think becauso you're put to sloop you should loeo control of your body," 

TVmnko men understand what she js talking about, she also can muster tho cour- 
age to bare with dignity tho patch of.floah where hor loft b roast onco was. 
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Mkdica£ Dkbatr^ControvdrSV iNt KN§m*fl Ovm TRiHBitST Method To Trkat 

Bk.jcabt Canokr 

an kxpkrimknt 18 mkasuring rk8ult8 op mastectomies, preservation treatments 

* * (By Jorry E. Bishop) 

Weighing Recurrence Risks , 

New York— Any womaa^ith breast cancer who walks into Manhattan's big Mo-, 
mortal Sloan-Kettering Canctoc Center can expect to receive the best treatment mod* 
icol science has to offer. But tHe best sclonco fiasco offer may-well bo determined by 
which door of the sprawling oontor she outers./ ^ \ \ 

If eyho walks in tho York Avenue entrance to see Samuel Hell.man she will learn" 
there is an alternative to uiostoctonm or removal of the breast, provided the tumor 
is still small. That alternative is lumpectomy , or surgical removal of tho turner, fol- 
lowod^bv a course of intense radiation treatments. There are still some long-term 
uncertainties about this new method, Dr. Hellmcm will careftillv emphasize.. But ex- 
perience so far indicates it is just as effective as mastectomy in curing early-stage 
breast cancer*— it preserves the breast. 

But if the woman were to walk into the offices of Jerome Urban two Modes to the 
west on 68th Street she will get $ different picture. The breast-preservation' treat- 
ment is available, Dr. Urban wtll tell her, "but 1 can't recommend it," The uncer- 
tainties about tho new technique are still too great to take a. chance* Dr. Urban will 
explain. The mastectomy, on the other hand, is a proyen cure for breast cancer. 

t)rs. Hellman and Urban represent, in a single institution, two. sharply opposing. 
* points of view in the long-running controversy over the treatment of early breast 
cancar (A third view is that of thqso favoring a lumpectomy without radiation). The 
controversy has been going on with varying degrees of intensity for almost two dec- 
ados ana has led to slfarp and emotionally charged confrontations among cancer 
specialists. It has evokod accusations by militant feminists that the malcnlominatod 
medical profession hAs «been callously and unnecessarily mutilating women. And it 
has created an anguishing decision process for thousands of women who discover 
suspicious lumjJs in their breasts. 

Mcyor Experiment ~ * 
Now, the controversy is about to flaro anew. , . 

In the next few weeks, researchers plan to publish their first roport on a major 
experiment that was undertaken to settle the controversy. The experiment was 
launched in 1976 and involves hundreds of breast-cancer pationts from 28 medical 
cen^rs: the women, who volunteered to participate, were assigned randomly by a 
'computer to one of three courses of treatment: mastectomy, lumpectomy or lumpec- 
tomy followed by radiation. By comparing the fates of the women over the years, 
the researchers hope to determine whether the breast-preservation therapies are as 
effective as thfe Cried and true mastectomy. 

It is far too soon for tho experiment to have produced any meaningful jresults. 
Researchers generally regard the flveyear point, dating from the beginning of treat- 
ment, as thelkst critical benchmark in measuring the treatment's oftlcaoy, and the 
last woman ta volunteer for tho experiment dia so only this past January. And 
while there are preliminary results, they are being kept under a tight lid of secre- 
cy—to the point that the researchers even roftiso to reveal the number of women 
participating in the experiment. 

The scientists fear that fragmentary leaks and stories in the lay press on such an 
emotionally charged issue are likely to create new confiision between doctors and 
their breast-cancer patients. Even after the roport is published in a medical journal* 
new debate is expocted to ensure as the Jvorlous slacs dull data to buttress their 
cases. 

About 115,000 women develop breast cancer each year, making it the moet 
common form of female canceh In about 40% of these women, the cancer is discov- 
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er<nl after it has begun to spread from tho breast into tho neighboring lymph 
glands. Thoro in almost univeraaj agreement among doctors that for these wonton 
tho magtoetomy, often followed by chemotherapy or radiation, offers the best chance 
of arresting tht\ malignancy. 
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Key Question 

The controversy, instead fooAip&s^on the 60% of women who discover the breast 
tumor when it in still nn}au and confinod to the breast. Decades of experience show 
that a woman undergoing a mastectomy for oarlv breast cancer has an Hf>% to 90% a 
chance of being alive five years lator and a goon 75% to 8(f% chance of being alive 

10 years later 

Nevartholess. ti small but increasing number of these women will deok treatments 
that promise to preserve the breast. Some will seek out riUrgoons who believe that 
Junipectoftiies alone will suffice if tho ameer is caught early enough. Others will go 
to a hantlful of .meduuu centers offering lumpectomies followed by radiation therapy 
for early breast carjeer For all" throe women bent^on breast preservation, the key 
question is whether these treatments are as effective as the moritectorny in getting 
rid of hidden clusters of cancer cells that might become another life-threatening 
tumor yeans later 

Nowhere, p*rhapfc, are the lsauoq of mastectomy* versus breast-preservation ther- 
apy more clearly drawn than here at Memorial Sloan -Kettering, 

The 50-year-old Dr. HellnVan is a radiation therapist who uses X-rayp and gamma 
rays to treat disease, nartlcularly cancer. In the 1960s when he was at Yale Unlver^ 
aity's medical center m New Huvon, Conn., Dr. Hellman wus involved in treating ' 
Modgkift s disease with radiation. "Some surgeons began sending over women witn 
advanced breast cnocer who had refused mastectomy to see if we might be able to 
do something for them," he recalls. 

Unavcvptabk Damage 

Radiation therapy for breast cancer had been tried unsuccessfully yo&rs before. At 
that time, however, the X.rays were too weak to penetrate verjMppp * nt <> the 
breast; to deliver a cancer-killing dose of X-rays to a tumor meant causing unnccopt-^ 
Jible amounts of damage to the overlying healthy tissue. 

But by the mid-1960s, radiation therapists such as Dr. Helhnan were beginning to 
use deep-penqtrating "megavoltage" X-rays that could reach a tumor without caus- 
ing undue damage to 'healthy tissue. TheVe was some hope it might be helpful in 
women with breast cancer. ^ : 

Dr Hellman subsequently met the law Martin Levene, a radiation therapist at 
Harvard Dr. Levone also was interested in radiation therajpy of breast cancer, and 
the two men begnn exploring this now jnode of treatment ior breast cancer at Har- 
vard s Joint Center for Radiation Therapy in Boston. * i„ 

At first, most of the women patients were rorerred ta the qentei 1 because their 
breast cancer wus too advanced to be operable. But about a third q( the first 100 
patients wore women with early-stage broast cancer who adamantly refused to have 

11 mastectomy Today, the center treats about 200 women a year with radiation, a * 
large portion of whom have early breast cancer, says Dr. Hellman, who moved to 
Memorial Sloan-Kettering a year ago as physician-in-chief but retains his'ties with 
the Boston center. * 

At the radiation center on Binney Street in Boston, the procedure varies in dotaii 
from patient to patient But, generally-, if the pathologist who examines tho excised 
tumor gives the go-ahead, the first move is to temporarily implant tiny pellets of 
radioactive iridium in the breast. Ten days to two weeks later, the patient begins a 
series of daily treatments of the megavoltage X-rays. Between the radiation from 
the pellets, which are removed after a few cfay», and the external X-rays, the total 
radiation dose over the weeks should reach cancer-killing levels. % 

The odds are high that the breast will emerge' unscathed other than the smtill 
biopsy scar. In at least 73% of the cases at the Boston center, both the woman ahd 
h«?r doctor agree the radiation left no noticeable permanent effects on the breast. 
The remaining patients did experience some noticeable reddening and scarring but 
only 4% of all the patients classified cosmetic results as .'Ipoor." 
. But does the treatment cure the cancer? In the first W years, beginning in 1968, 
the center treated 357 women for ectrlv breast cancer. \ far, only 18 have had u 
recurrence of Breast cancer But Dr. Hellman and others caution thut so few women 
have passed the critical five* a'nd 10-year marks, jhe statisticians can't yet get a firm 
measure of the treatment's long-term etfoctivenewst- , 

Still, borrowing a statistical technique that life-insurance actuarfei^usa to predict | 
life expectancies of various groups, the center's statisticians calculate t^at a woman \ 
treated with the radiation therapy has a 96% probability of being alive and well 
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f I1^^1 n h0nCV:i ^^ r ' tUipor ^' <CUerht whoU il •*»■ 8nia(1 a '"* localized, if tho 
• S3 Jl IT* T t ^"P J h «°4.«f hav « of cnncer. there J. still an 

• thSjJr ^ Wl bv *% and fnK * ° r ^cor^j^rB following radiation 

- * Pf°^Hui« Indls^te'that sMrvtva| rates aryJusKas good as those achieved 

Kffi"? I"^ , tM ro ^OToV«,>y -to applicable for tho large majority 
ot patients hovjjng breftst cancer. - V« 

\ '7 CowW /Je Wro/v" • - f ' ' \ - 

rn ^ Ji 1 "^ co "^ ^t ;i could be *rong." that as the yeanv pass tho survival 
It »h k'T th ° WOI i G T or b«tt«r. Then thoro is the questionof the 18 
ZT Z 7 M recurrences o( their breast cancor. Thefc.nl! underwent mastectomy 
lor tho recurrence hut tho surgery cured only Jialf of them "We.ddnH knfcw whoth- 

nrst place, Dr Heljtndn explains. - » > J 

' be « nZ n^Vl' »y brcaMt m J« ht lw thrtSpita*. most cura 

I, m„T A ' L loU T n - «niuoa.-J\numbor of worn* who've co.no in first noticed a 
lump in their breast sue ,12 o/oven iSsmonthkjfearlier but had delayed tmim I 
doctor bacnuso they feored they would lose thote%ast." ho explains ' * ■ 

*S ' no i U ?n b ™ M ^"ffr v ««on therapy, its odhorents%elieve, offers the first chance in 
f .10 to 10 yoan, to ioWer the death rate from breast -cnncdr. This uenth rate hos re- 

* lonnnn HU,bb0rn| y "^Hanged since the 1960*.rtSfeut *i deaths ,>er year for every 
100,000 womgn in the population. * ^ JW " M y 

^ Dl ? U j /Zn b S B | 1° n" y ' hl? P r [ vnt \^^\ Pr- Urban has a different perspective. 
' l>rs Urban and llollman agree that the entire breast, not iufit the lump/ has to be 
treated m. breast cancer. "I think I con do a better job surgically and Som-HellnW 
^__|hmk8 he can do just as goodAvith radiation,". Dr„ Urban Says. \ ' 
Probabilities us. Experience ' - * 

Di Urban challenges the statistics indicating radiation therapy is as effective as 
MT2h?; \ W Ti* h . ,ng ' !l° T'„ the r « li «« on thesnplsis carefully solos*, pa- 
w?th Z 'Tl ^ I 1 ? W ™ fr0,n r » d »«t^n. Whilq tfTore is noUrin»wrong 

n it I'" a | nd K° f T?* lh ° rC8Ultfl u C " n t 1)0 Co™**"* Erectly with tnbse 61 
mastectomy which include wotnen who would bo poor risks for radiation therapy. 
. , huch lomparimns of dissimilar groups of patiehts. Or. Urban says, may make rot- 
ation therapv.look better than it really is ' 7 / 

But it is the use of acturtrial prJbhbililies in place of actual experience* that Dr 
be& /'m «!Tm Xlvs f^ °V Urboh prformed mastectomies o,r 644 'patients 
n?H Jwi 11 k tho f f ctual <~U^s are knd»nri>7% onhos^ith^icalteAUumorff 
»' rJSKrs' later W CaUqCr thl *V hf, . d 8,,n>ttd sli ^ htl - y woroluvejnf^^fii caliber " 
N.llji h ,? Z°7 critica, < . s J* u « t ^ t> r ^rban says, is the number 'oHMta^4wonwii who 
>51 »w,w Y.T °V^ C . ,r bronst ^ ncer in the 10 ^ nr8 « fter theirSwatment. This 
Amiini n i ^ the t,entm<?nt! WM in getting rid of tho hiddeiTWor cellsT 
" yoarstiSf tTetVt"" ^ t0, r y pi f? nis> only <5% hnvo hnd n recurrenceVithln 10 

' rjy^^K n Wr* wm *\ weU " 8 the U S indiCQt(> « recurrence's of 

ikV» H ' f jyr£ K wm *n*i«8M-«Uh radiation K) or moro'years ago, t/o to 
H, Ihr, "8 «imoog womeh undergoing mastectomy. Dr. Urban sojTtDr. 
JiB.iT 1 f rnd i at ^r th »rapl»te..ropTy that the statistics include m,|ny pa- 

" worked out.* ^ C V° St **^*«^«Uon techni(ffsSJl Ven 

While Dr Urban tolls his patients tke brtfd^roserv^nba^a^enl is available 
h o„!r--Th T ,, ,eVq8 r Hat 3a j*'*K thebrXt isn't worth thisextS iSskof a wuJ 
maJv." he Siys C "-^ fleconda^ > , ,nt T il * s tb «.»ife of the pS^ienV Chat's pri- 

the! w)i^1f h *I e,3 ^ < ^.. chan<;,! , th< ^ P an have a bren8t reconstruction later if ^ 
necos ? ary f , 1 evcn show t,,cm P'ctuw of how good the reconstruct, 
ioi can bF, he says. Actually, ho says, only about f>% of women who liuve mafetec 
tomies chose to have a breast reconstruction later* 

Women who hove Had mastectomies are more resilient than most people think ' 
wh,, h,Sm^L, H « poll,to J to ,# P«ycholo K icftl atftdv published last year of 20 women 
who had mastectomies and 18 women who* had the radiation therapy. The women- ' 
with mastectomies had more negative feeling about seeing themselvo^nude Othor- 
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wi8© l there was very little difference botweon the two groups in feelings of sadness, 
guilt, anxiety pr other symptoms of psychological djstrpss. 



-DOCTOR* MUST T*M« PATIENT8 TllKIK OPTIONS 

^ (By Joe Manning) 

Now state rules require physicians (tM patients about "alternate modes of 
treatment/ 1 or fuj;e the possibility of di^ji|JJB^ry action by the Medical Examining 
Board. * 
^ "It's safe to say thttt the vast majority of physicians don't know abou t these new 

rules/* u spokesman for tho Medical Qowttv flfiMilwaukee County said. 
. Tho rules* which have been in offect^r^Oct 1, require physicians to note on 
patients' medical recortf thai the patiflK have been "communicated to" about "al- 
ternate viable modes of treatment. T 

'The communication shall include the nature of the recommended treatment, al- 
ternate viable treatments, and risks or complications of the projfosed treatment, suf- 
ficient to allow the patient to make a prudent decision," said tho rules. _ 

Wisconsin is the only state to have a law requiring physicians to discuss alterna- 
tive treatments for all ailments, said Deanna Zychowski, spokesman for the Medical 
Examining Board ( 

"It 8 meant to bo all-inclusive/' said State Rep. Betty Jo Nolsen (ft-Shorowood), 
who sponsored the bill. Nelson said she introduced the bill after one of her constitu- 
ents was told she had cancer and needed a mastectomy, but was not told of other 
treatments. 

The 88-year-old woman did not want a mastectomy. After spendLng three months 
in Boston, Mass., receiving radiation treatment, she learned that the same treat- 
ment was available ^Milwaukee— she just had not been told of it by her doctor 
Nolsen said. 

Nolsen'^ill was unanimously passed by the Legislature In the spring of 1982. 

ZychowdW said the law allows any patient to complain about a physician who 
fails to inform the patient about alternative treatments. 

"N<*w, physicians have to document that they discussed alternatives with their 
patients," she said. 

Zychowski said complaints will be investigated and, if warranted, physicians will 
be warned "the fiWK time." The Medical Examining Board can* suspend the licenses 
of physicians whojfail to comply with the rules, she said. 

She warned that physicians found in violation of ithe rules would be dealt with 
firmly "The Cegiellaturo was very serious about this," she said. 

Paul K. Hnhkw\itx, a Milwaukee physician, said tpost physicians tell patients 
about the.different treatment methods as a matter of g"bod practice. 

He finds fault in the record keying that will be required. "So much of a physi- 
cian's timo is taken up with documenting this. There is ri£t enough timfe foi^atients 
now." he said. 

He said, however, that the new rules would serve health care consumers in cases 
where physicians did not completely inform patients. 

OhoRloy R Erwin, president of the State Medical Society of Wisconsin, said the 
now rules might go beyond the current level of medical science. 

"It's not clear cut. How can we discuss alternative treatments to such diseases as 
AIDS (acquired immune deficiency syndroitie) when there aren't any? You' can't 
always feive clear-cut answers. Some doctors look at this as inter ference," he said. 

Donald Lord, legislative coordinator for tho State Medical Society, said before the 
now rules became effective, physicians were legally required to tell patients what 
options exffited and what the rjsks were. 

"The rules will do an important thing. in that it will educate those physicians who 
do not do ihis (inform patients)," he said. 

Physicians are not reauired to explain alternatives in emergencies* or "if the com- 
munication would unduly confuse or frighten a patient'or if a patient refuses to re- 
ceive the communication." * N 

The rules also read "A physician is not required to communicate any, inode of 
treatment which is not' viable or which is experimental." 

Viable is defined in the law as "modes of treatment generally considered. Shy the 
medical profession to be within the scope of current, acceptable standards of care." 
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"Tho requirement is to make sure patienta get till tho information. All the law 
soys is that doctor* must toll patient* all tho choices. It's really j^wra standard of 

good practice*/' Nelmm sold/ 

; f Kmpwo An Eyk Oh Doctors 

(By Noal it. Poire©) * 

Wiarr Palm BraciI, FL— Tho hoepital-, wouldn't lot Alma Roee chock out until she 
paid every cent of hor bill that insurance didn't cover. But neither would tho hospi- 
tal authorities produce an Itemized bill. Mrs. Roee rofuwd to pay. Only when her 
husband threatened to call a federal marshall — noting it's against the law to hold a 
person for ransom — did tho hospital relent. , 

* That incidont, says Mrs, Rose, 'Is one of a lifelong series" pf negative experiences 
which has made hor into a rebel against the American medical establishment. Now 
she is a local loader in West Palm Beach, a city with many senior citizens and one 
of the country's highest doctor-to-populatfon ratios, to bring doctors and hospitals to 
heol 

In, January the year^old "People's Medical Society," claiming 36,000 members na- 
tionally and growing by 1,000 a week, picked West Palm Bench for an intensive trial 
run of the physician-account-abilitv campaign it hopes fndf^sooh Sweep tho country. 
. All of Palm Beach's doctors were asked to sign a cottsumer-oriented, 10-polnt 
"codo of practice." Will they poet fees for appointments arid testa? Will they assure 
their patient* of \ip-front, frank discussions of the costs, physical P&fa wk! risks of 
any proposed treatment? Will they describe their qualifications for th$ particular 
treatments proposed? 

Poople's Medical Society executive director Charles Inlander says the code simply 
affirms basic patient rights: "No more patronizing attitudes, technical jargon, over- 
treatment or disregard Tor coets. We're only asking doctors the same they ask their 
Mercedes dealer s service departYpent— up-front costs, prognosis, and 'You can't go 
ahead and do anything until I gjfve ydu my M\ approval, They only diflorencte is« 
we're not asking for the parta back." s * \ * 

By mid-February, only 47 of Palrh Beach's 1,200 physicians had agreed to si^n the 
edde. And that despite PMS's njonth-long local campaign including sophisticated 
newspaper ads, television spots, public hoarings and.twtf-hour radio programs each 
of the five SiJndoys in January. , " 

Physician Indifference Isn't 'likely to daunt Peonies Medical Society leaders, in^ 
eluding founller Robert Rodale, publisher of the 2.5 million-circulation* Prevention 
magazine. Inflated doctor bills and lab fees, questionable surgery and hospital price- 
gouging occur often enough to create a fertile field for conBumer-based rebellion. 

PMS next project could lead to a nationwide consumer rating of jdoctors. PMS 
members are being asked to fill put an evaluation each time they visit a physician: 
How long did you wait? Did the doctor spend enough time with you? Did he or she 
discuss alternatives to proposed testa, medication or treatment? Were you told about 
fees in advance? On a scale running from excellent to completely unsatisfactory, 
how would you rate this physician? 

The evaluation forms will be sent to PMS headquarters in Emmaus, Pa., and fed 
into computers which will maintain reports on each doctor. It's not hard to discern 
tho potential for an immense, consumer-oHented data base, the results available 
either to PMS members or the physicians thcmsolvofif. 

The question arises— why subject the American medical establishment, perhaps 
including' one's family doctor, to what seem such tough scrutiny? - 

The first answer is the roaring inflation in health costs, PMS claims physicians' 
average incomes, blmoet $10CT,000 a year at latest count, havo v risen— eVoft after full 
accounting for inflatjon— by 3.7 times in 60 years. ' 4 

Mr. Inlander acknowledges that American medicine has a nomarkablo record of 
achievement— In evor-more-sophisticatod technology, in developing miracle druas 
thai have practically stamped out such, diseases as tuberculosis, dipthorla, typhoid 
nnd smallpox. , , „ 

But today, he argues, chronic disorders that can^t be treated with some magic pill 
are up to 80 percent of all disease. Lifb-etyle changes (such as more exercise, better 
nutrition and vitamins) are often more effective than the medications and Intrusive 
procedures stressed in medical schools.. According to an Office of Technology Assess- 
ment estimate* only 10 to 20 percent of the techniqvies doctors use are empirically 
proven. ' 
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Indeed. PWS charges, one-fifth of hospital patients one! up with "iatrogonesis." 
doetor-ciiosed disease resulting from \n\juHtified surgery, udvorso reaction to drugs, 
or overuse of antibiotics leaduig to tho development of resisting, strains of bactorTa 

Alternative approaches — sell-caro» non-physician health cure practitioners, and 
mutual-aid groups such as Emphysema Anonymous iind Mended flea rtij — often out^ 
perform physicinns iifsupport, nurturing and emphasis on prevention. / 

What the healthcare Held needs, goes tho PMS argument, is a strong injection of 
competition, bringing to doctoring the same jolt delivered to AT&T through diversti- 
ture and the airlines and trUckors through deregulation 

Outside of "doctor mystiquo/'.PMS sees a big part of the problom in medical mo- 
nopoly- state medical-licensing laws that forbid anyone without a medical liconse 
from offering health care counsel or treatment. Competitors sucfyjns acupuncturists, 
mid wives and feminist heafth cure centers are often hauled into court. Organized 
modrcines anticompetitivouess wry well intensify with the oversupply of doctors 
being churned out of medical schools, 

PMS would break (.he monojx>ly position of the country 8 450,000 physicians by 
dramatic ehAngos in state-licensing laws One approach would be to broaden the def- 
inition of "the practice of medicine" so broadly that alternative providers — from ho- 
listic health specialists to nurse practitionors-— be permitted to practice, and even 
certify their members. State licensing could be limited, or abolished. 

As medical-licensing acts come up for review under many states' "sunset laws," 
PMS members will be urged to seek reforms* says Mr. Inlander. He believes the 
states should experiment broadly. The idea would bo to "let in" as many alternative 
practitioners as possible, "and at the same time protect the public from quacks and 
charlatans— whethor they're MDs or others." 

Alma Rose has another way of putting it: "Everybody knows the medical commu- 
nity has to change — doctors, hospitals, the whole* profession. We need government 
controls, but only ho much Instead, I think the consigner route— the codes of prac- 
tices, the physician evaluation forms - are the way to go." * 



T)tRATMKNT DlI.KMMA —OPINIONS DlKKKH ON NKW THERAPY 

, * (By ban Patrinos) 

" As one Controversy in the treatment of breast cancer is being settled, another, 
more fierce, is lakmg its place 

And women are finding themselves in the middle, having to consider their own 
needs and physicians 4 differing judgments. 

At issui* in the current debate is whether breast-saving surgery combined with ra- 
diation is as effective as a mastectomy— the removal of the breast and other tissue 

For nearly a century, and until only several years ago, the conventional approach 
to breast cancer was a standard radical mastectomy— the amputation of the entire 
breast, the lyftiph nodes in the armpit and the 1 two layers of chest muscles underly- 
ing the breast.! 

Then came a modified version that spares the major chest muscles^ but still re- 
moves the breast and the lymph nodes „ * ^ 

Studies involving thousands of women showed a radical or a modified surgery 
made no difference. in survival The type of surgery, however t did make a difference 
in the quality of life. The radical operation often resulted in swelling of the arm, 
discomfort in the chest wall and limitation of motion of trje shoulder. 

There is now a trend toward even more conservative surgery coupled with radi- 
ation for women whose cancers are very small when diagnosed. * - 

This surgery may range from a so-called lumpectomy— the removal of just the 
tumor to a removal of the. quarter of the breast that harbors the tumor, plus 

«>h nodes in the armpit 
rong evidence is accumulating that disease-free survival with lump sjurgery plus 
it ion ovqr several weeks is equivalent to thq£ obtained with a radical or a modi- 
mastectomy 

"Radiation is not applicable for everyone/' said James Cox, a Medical College of 
Wisconsin radiotherapist who practices at , Milwaukee County General Hospital. 
"Properly selected patients do very well, and we have every indication -that they 
will d<\ nfl well as women who have their breast removed. 

"The esthetic results of radiation are considered excellent. I think all patients 
with Tl and T2 lesions (cancers that are about 2 inches or less in size) can be treat- 
ed in this way." 
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A Milwaukee surgeon, while conceding the equivalent survival results of the sur- 
gery-radiation approach said u mastectomy was quick And effective. 
"From my point of view, surgery can do as well as radiology in curing a patient 
I with early stages of cancer. I can do in less than two hours in surgery and six to 

/ seven day* in the hospital what would take a radiotherapist five to six weeks to ac^ \ 

/ comphsh, 1 said John Hurly, a widely known surgeon at Good Samaritan Medical 

f Center. 

,/ "For some womon, a breast is more important than for others/' he said, 'it do- 

! pends on their age, lifestyle and emotional overlay. If there is an emotional overlay. 

they deservo to talk to a radiologist. There are somo women who feel strongly about 

physical appearance " 

ttADlOTURKAPY INCREASING HKUK 

J Frank Wilson, associate professor of radiation therapy at the Medical College, 
said that women who have detected their breast cancer in early stages were likely 
candidates for lumpectomy-nnd radiation, 

*T)y combining limited surgery, where qnly the lunip is removed v with radiation 
therapy, wo can offer women the opportunity to avoid major cosmetjc, functional 
and psychological problems/' Wilson said. 

What i» most encouraging about, this technique, he said, "is that it may allow 
more women to come Xorward earlier to seek therapy when they know that there 
ore non-mutilating alternatives.'^ 

Rndiution therapy consists jjf external' radiation of the entire breast and area 
lymph nodes This is sometimes preceded or followed by implanting radioactive 
wires m the breast for a few days. T,he patient may also be given anti-cancer drugs. \ 
. Cox said complications of radiation therapy were few, but may include some lung V 
inflamation and reddening and thickening of j>reastHissuo. Fracturing of ribs hap- ) 
pons rarely, hc^aid " •* 

Tor the most part, women in Milwaukee are having mastectomies, although the* 
nunfcer of surgeons in the community referring patients for radiotherapy is increas- 
ing/ Cox said 

Some women fear radiation therapy and choose surgery instead, he said. 
^ William Donegan, a Medical College professor of surgery who practices at County 

General, acknowledged that the early survival results of mastectomy ahd lumpec- 1 

totnyradialion wore equivalent, 
"Generally, wo know .that results we can expect from surgery/' Donegan said, 

"We know wlmt JntRpons at five years, at lO^years ... and even at 30 years (of 

survival i with silrocn\ treat myft. The information from radiotherapy is still limit- 
He said radioUVcfn^Jfets wort "highly selective" in the patients they chose to treat. 

Result* from ttfeae^mynts ntoy be statistically biased in favor of radiotherapy he 

said \ ) 

"I'm nqtmj^rfn^ t he reN^jixde liberate bias, but there is a potential bias in those. 

results. And that s why one has to continue to look toward controlled trials to tell 

na if radiation in unselected casds— in other words, randomized series— will produce 

results that are comparable to thoso of surgery." 

Ilifaoted that the National Cancer Institute in 1979 endorsed the modifiod radical 

mastectomy as the primary treatment for breast cancer. 

' ''With radiation we know that we can't promise the woman that she is going to 
keep her brenst, even though the radiation approach is used." 
Donegal* said radiation could produce undesirable results. 

"The immediate complications/' he said, "have included rib fractures, temporary 
cough, damage to the liver and damage to the heart^sometimos requiring opening 
the envelope of the heart to let out fluids . . . And wr haven't been able to observe v 
people with it (radiation treatment) long enough to know whether there is an in- 
creased risk of cancer due to the radiation itself/' 

He said a women should know the nros and cons of various treatments "so that 
she can make a decision that we would be willing to deliver and that she could live 
with after she gets the trentement. 

"This is a field in transition. There's a lot of turmoil. And I feel that at this point 
one .could possibly say safely that no one has all tfio right answers. " 
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, (Krom lh« Klohniond N«wt L4t»d«r. Wcdowtny, Juno 1. 1983] 

Biuust Rkconstkuotion Now Omens Aiternativr fok Many Women 

(By Dawn Chase) 

Seen in a plastic surgeon's album, the picutro is chilling. 
Seen in a mirror it can bo devastating. 

One side of tho woman's naked torso is normal. Skin stretches smoothly and a 
breast swells or sags as Ood and gravity have made.lt " 

On the other side, tho breast Is gone. In It* place Is bare flesh, sometimes pulled 
taut over a sunken chest and marred by a lonff soar. 

The woman's intellect— and her doctor— tell her she is lucky to be alive and free 
of cancer. But the woman's lifelong vision of femininity has been molded by the 
bouncing breasts of Playboy centerfolds, the bountiful madonnas of art, the feeling 
of her own body filling out a seam dart in a tailored suit and the private enjoyment 
of her nipples* sensitivity. 

Her scarred chest cannot compete with this vision. She is an amputee. She 
grieves, "one hour or one day, or one year or a lifetime/) a plastic surgeon said. 

The fear of this amputation is so great that, according' tp one physician, some 
women roftwe to check themselves tor breast lumps. Tyfy are terrified that they 
will find one. r 

That fear is realistic, according to the American Cancer Society. 

The American woman stands a 1-in-ll Chance of getting breast cancer. If she de- 
tects it tmrly. she probably wilKsurvivo. But she also probably will have a mastecto- 
my, or breast -removal operation. And she almost certainly will mourn the lost 
breast. 

Many women now have an alternative to spending a lifetime as an amputee: 
breast reconstruction 1$ a plastic surgeon. 

Five years ago* onlv about f> percent of mastectomy patients sought restorative 
surgery. Surgeons had only two ways to do it and the results often wore crude. 

Now, however, 30 percent of mastoctonlty patient* have breasts refashioned from 
their own tissues. Surgeons have at least four methods to choose from and the re- 
sults often are amazingly good. 

Dr. Michael Scheflan, for example, has an album of optimistic "bofore-and-after" 
pictures. Until last winter. Dr. Scheflan specialised in the "tummy-tuck" method of* 
breast restoration at Medical College of Virginia and Richrriond Memorial hospitals. 
He has returned to his native Israel, but tho surgery continues, in Richmond. 

His pictures show the transition from scarred amputee to a matched set of re- 
stored br&usts. In some cases, a scar continues to cut across the . top of the new 
breasts. In others, marks of surgery^are hidden under arms or breast folds, and vis*- , 
, ble skin stretches flawlessly. " - 

r Dr. John B. McCraw, a plastic surgeon who practices in Norfolk, has a set of less 
idealistic pictures as well. "I show those pictures to women and I say, 'Here's the 
dpal: Sometimes it ends up this way ho matter how hard we try.' " 

'•The main purpose is to help women dress bettor," Dr. McCraw said. 

Not overy mastectomy patient qualifies for restoration. Some have too much 
damage, or radiation therapy has slowed their ability to heal, or the cancer is not 
gone. 

And not every restorative procedure can t>e used by every woman. The choice de* 
oends utxm how much muscle she has left, how badly scarred she is, the way her 
frame is buiK and her general physical condition. 

With those cavets in mind, the physicians described the restoration procedures: 

Silicone prosthesis implant 

In this procedure, the implant is inserted under the skin fat and chest muscle (if 
nhy muscle is left). Usually, the incision is made at the old mastectomy scar. 
,The surgfcry takes one hour. The patient spends a day or two in the hospital. Re- 
covery time is seven to 10 days. 

Women who have plenty of soft, unscarred tissue— preferably with muscled still 
intact— are best suited for tljls surgery, Dt^. Scheflan said. If a woman has bad scars 
ot^bkin stretched tightly, she pro^abW would not be a good candidate, he said. 

Most bodies uccept silicone with little reaction. But sometimes, the body recof- 
htees the material as foreign and foritii scar tissue around it. "When it gets firm, it 
just looks like a struck-on grapefruit," Dr.^McCrnwsaid. 

For that reason, this method is rarely used nowadays. 
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Br#i&t constructed fhsm vppnr abdominal tistue >'•• 

In thiB procedure, the surgeon glidoa pMominal&kin u|JWard to stretch tt ovor a 
silicone prosthesis and form t\ breast. Then ho prills* up the remaining abdominal 
skin jtftd fastens It undor tho now b remit. ■ - £ * \ 

Tho scar usually is under the breast fold, out o&sight on largoHt>roastod women. 
Because tho cheat skin is ati^tched, n ny scar acro%s the breast probably will fade 
with time, Dr. Scheflan said. » , 

Tho surgery takes up to two hours. The patient spends three to four dayq, tfr^he 
hospital and usually recovers within 10 days, * 

Women who have too little tissue to accommodate a simple silicone knjljant might 

3ualify for this procedure. But tall, slender womaiv with long torsos aro bad'eandi- 
ates,as are women with skin so tight that it cannot b<? pulled up, or patients who 
have hud heavy exposure- to radiation. 

s 

Breast burtt of skin from the bqcH 

Cttltod "latissitnus dprsi mucocutaneous flap reconstruction'* hrmodlcal terms, this 
relatively new operation cute tissue* complete with muscle, nerves and blood supply, 
from the back on the satpe side as the lpqt broast. The tissue is swung around on a 
pivot points stretched over a silicone prosthesis and attached to the front, The back^ 
skin is drawn together and stitched. 

The back has enough muscles to compensate for tho ones that are mov6d to the 
front, Dr. Scheflan said. 

The surgery leaves a single long scar^oifcthe back and an olliptically shaped scar 
that looks like patchwork across the breast. , 

Tho operation takes 8 Mt hours, with a five-day hospital stay and up to four weeks 
for a recovery period. x v 

This procedures is particularly good for women who have had a lot of breast 
tissue removed in their mastectomy. However, if the mastectomy damaged the 
nerves and blood supply in the back, the woririan should not have this surgery, Dr. 
Scheflan said. 

"The big difference is that you can bqild in immediate droop," resulting in a morev 
naturally shaped breast, Dr. McCraw sa}d. For that reason, the back-flap is the most 
popular reconstruction motluxt toda,y. 

The main drawback to this option is that back skin usually has a different color 
and.texture than breast skin* so that the new breast might be a different color than 
the other one. 

Tummy- tuck brvast restoration | 

The medical name for this is "rectus abdominis reconstruction." In it, the surgeon 
outs an elliptical section out of the abdomen, then "tunnols" it up under the Skin to 
the chest, where he forms it into a breast. 

Usually, no silicone implant is needed and the new breast has built-in muscles, 
fat, nerves and blood vessels. 

The surgeon then pulls the upper part of the abdominal wound down and stitches 
it. Ideally, the abdominal scar is across the bikini line, but Dr. McCraw said it tends 
to be higher* 

A tenrdrop-shjaped 8 car surrounds the new breast, with the point of the teardrop 
being at the original mastectomy scar, patients report. 

Like the back-flap version, this procedure is good for women who have lost a lot of 
skin and underlying, muscle. 

The surgery takes about JJVfe hours. The patient spends about a week in the hospi- 
tal and recovery takes four weeks. 

*In some women who have had this procedure thti loss of abdominal muscles 
makes them more susceptible to hernias. Dr. Scheflan has reported success with 
eliminating that problem, however. ' * 

With all skin^flap procedures, one danger is that the blood supply to the new 
„ breast will be inadequate ai)d the tissue wiirdie. ' 
v As he talks about his work, Dr. Scheflan gestures like a^sculptor. Unlike mnrty 
other types of medical specialists, he has the satisfaction « of immediate results. 

His patients usually walk away With their shoulders back, cancericstf and shapely 
again, he said. ^ 

But nol alwayi ' 

Once, lie was approached by a woman whose mastectomy had done no good. Her 
cancer had spread. She was dyjng . 

"I'm well aware of my prognosis," she tol(Miint. "Regardless of how long I have to 
live, 1 want to live it as I used to be.",* 

She asked him to do the surgery.^ > 

Ho did. i x 

mc . its - 



Mawtkctomy Rkmains Most; X*oMMt>N J ? Woci«>uius. 

(By Do^n titan**) ' _ - . .„ X 

Breast cancer kills more women than any ather single form of malignancy. 

This year in Virginia, 750 woman +vfll c^lc of Jt, according to the AmoricuV Cancer. 
Society. Jn the United States, 37,200 women w'jll die. And 114,000 new cases! of the 
"disease will be diagnoses!. / ! " . " 

If the malignancy is caught early, the woman -Htxa an 87 percent chance of suiMv- 
nig for five years. But she probably will lose at least part of hof breast. 

Despite advances in~ radiation and chemotherapy^ mastectomy still is the most 

* commonly used way to eliminate |he cancer. Most doctors, contend it is the fastost 
; and surest, as well. ^ 

1 Not only cancer victims liave mastectomies. Women with fibrocystic disease— a 
, tendency toward lumpy, sore broasts^ihat carries with It a greater risk of cancer^ 
sometimes have thqjr oroasts removed rather than go through the recurring fear 
that t hoy have cu nee r. 

Others" who have one cancerous breast removed will go ahead ujtd have the other 
noncancerous one removed at the* same time. The American Cancer Society con- 
dones thoae "prtw^tiUivo mastectomies" only if tho women has a risk of breast 
cancer" 

^ Some generaj surgeons now are removing breaste' jn a, way that .will make it 
easier for the woman 1o have reconstruction later, v \ 

To Dr. John B. McCraw, a Norfolk plastic surgeon, £he ideal mastectomy scar is 
up and down and hiddeu x usually .under, the arm. The more muscle, skin and fatty 
tissue loft, the easier it W to sculftt a breast. "You want a teardrop sfiape with a 
little droop/' but droop depends on how much tissue is available, t)r. McCraw said. 

The amount of tissue removed by the surgeon depend^ upon how far advanced the 
cancer is, said Marjanne Currie, public mjprmation officer for the Virginia Division 
of the American Cancer Socic^MML W*~* * ^ x 

Mr Currie outlined the sur^B^Bf!onl*t|mt breast-cancer victims have: * 

Radical "mastectomy . t \ * ' %, '\ ' * • 

This used to be the breast cancer operation, btrLit \s rarelv performed now. In it, 
the surgeon removes the breast, the p^toral mfti^lce .underneath it, the lymph 
nodes under the arm and silrrounding fat and skin: ~ v O 

Modified radical mas t^Stomy * x 

This is ypBhiost frequently performed mastectdmy \oday. The v surgeor\ removes 
the breaslwome lyrnph noaes under the arm and some chest mustw. 

Total or simple mastectomy 

The brpu^und, sometimes, lymph nodes close to the breast are removed. Radi- 
ation or chemotherapy usuaUy follows this procedure. 4 

Segmental or partial mastectomy * * 

The tumor is cut out of the breast, along with a wedge of breast tissue, skin apd 
pectoral muscle. Radiation therapy may follow this/. ^ . § "* , 

* Lumpectomy or tylectomy r 

' In this, just the tumor and sometimes, a bit of surrounding tissue are cut out of 
the breast. Raojiution therapy usually follows this. t v - 

» Ideally, the woman with a breast lump should know all ,of her options for troat- 
.ment and reconstruction before she goes In for a biopsy, Ma, Currie said. But, women 
should remember that "a lbr 1 oft physicians aren't .well-informed" about restorative 

* surgery. % v * 

"Tf tju^., think things are mo-Yingfoo quickly, where they feel uncomfortable with 
.♦the ptt^oduiH) or the diagnosis, they should seek a second opinion," she said. 

Mastectomies and reconstructive surgery can b^performeH at the same time. But 
physicians t^id the carreer society advise women to wait two fnonths or so between 
thV procedures. By # then,;the swelling will have subsided, the breasts will be easier 
to match and the woman is -more likely to be satisfied with the results. Also, tbe 
woman wHPhave a better Idea of which restoraMve technique would be best for hen 
. . Usually toucji-up surgery is required after, the restoration. Durmg the touch-up/ 

• the plastic surgeon does what he needs to to make'the breasts match. He also makes 
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o, nipple bv drawing up, tho akin to form the point and grafting skin taken from the 
inner thigh to form the aureole, * 

A final postscript of reassurance. If a woman finds q lump in hor breast, she 
should not panic. In 80 percent of Cases, the lumps art* benign. 

Nkw Breast May Counteract Sknsr or I-oss, Anger 
(By Dawn Chase) 

Vain Sissy Ungrateful 
.' Those were some of tho names that doctors called tho wprnon who demanded— 
and got —breast restoration surgery after mastectomies. 

In some cases, the doctors sincerely worried that tho newly sculpted breasts might' 
hide recurrence of the cancer that originally threatened the women. 

^Statistics have shown that there probhbly is no such danger, plastic surgeons say, 
but cancer specialists prefer a deJay. of two cancer-free years between mastectomy 
and reconstruction.) s * ■ * 

Some doctors were under the impression that reconstructive results were so poor 
that they would only mutilate x the women further. (That wap often true years ago, 
but the surgory now produces relittbly good requite.) 

In other cases, however, the doctors were reflecting personal biases. That plastic 
surgery is something the rich indulge in when they have nothing else to do. That 
one is nobler for trudging through life lopsided. That breasts have little to do with 
sexuality or femininity. 

Small wonder that women raged. Some of them even got the feeling that tfieir 
mastectomy had been unnecessary. A woman grieving over a lost breast often may 
imagine that the breast actually was healthy, but tho surgeon liked to carve womdn 
up. * ' ' i 

• "The horrible thought has crossed mf*mind: I wonder if my breast wa$ malignant. 
You know?" said one Richmond woman, whose breast was diagnosed as cancerous 
and removed seven years ago. Lnat year, she had i*estoration surgery 

The idea that breasts are expendable f>arte of the female anatomy loaves some 
women speechless. But not all" • 

'The most immediate example that comes to mind is that mastectomy moans. to a 
'Woman what emasculation would mean to a man," said a Northern Neck woman. 
She's the one whose«general surgeon told her 'That's for sissies," when she asked 
him about reconstruction many years ago. 

Life without a breast, for tor, was a miserable experience. 'The physical Sense 
that I was aware of when I woke in the morning was a sense of amputation," she 
said. K \. 

lake many women with mastectomies, she wore a breast-shaped silicone prosthe- 
sis in her brassiere. The prosthesis was fitted to match tjie size and weight of her 
other breast, but it bothered her nonetheless. 

'It's an annoyance/' she saHIVit s one more thing that you have to do. each 
day . It's not satisfactory. When you fc^nd over, it falls away from you." 

But, more, the prosthesis was a humiliation. This woman, proper and precise in 
her language, fell apart as she recalled ono particular incident. 

She was at the beach and was wearing her prosthesis under her bathing suit "I 
lost the danfned thing in the waves," she said. While she waited and children played 
in the water around her, "My husband w§nt up and down the beach, trying to find 
(it)." v „ 

Finally, embarrassed, she pulled herself out of the water and set out for a replace- 
ment. She found it in the YeUow Pages, under "Artificial Breasts." "Which is a real 
killer." she said. ""You feel URe you're- part of a substratum of society somehow." 

"I guess, beeauSe most surgeons are men, they don't appreciate the complexity of 
the deformity," said Dr. MicKael Scheflan, a plastic surgeon who practiced in^ Rich- 
mond until Recently, whence moved to laurel 

Women tell themselves. "I'm not whole, I'm not as good as I used to be." And 
thev ask, "How could he love me iff the-sam© way?" 

l5r. i^oiso C. Haun," A Woodstock psychiatrists wrote about it in Virginia Medical 
journal? M , v 

"The breast is not wst any^sHcgan, Flemish painters shed light on the breast. Chis- • 
eling Greek- sculptotwad a way^with breasts. One is scarcely romantic about the 
stomach. Security is wt found close* to mother s kidnoy. Few songs attempt td" lyri- 
cize the liver . . . . ^ 
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The loss of a breast con moan death by suicide or a living death to the pa- 
tient The breast i$ net Juat any organ It is invested with n multitude of emo- 
tions, a formidable proportion of which is anger ',' 
Thmgn are changing for the bettor . , 
Women have more and better methods of surgical reconstruction to Shoos© from. 
Most miuor health insurers now foot the bill bocqiiiHk they consider reconstruction a 
part ot the treatment for breast cancer. Some ge wu) surgeons now consult with 
plastic surgeons before performing a niastectomy. 

Women who have had the surgery are downright evangelical about it. 
They're all that way." report* Dr. John B. IvicCraw, a Norfolk plastic surgeon 
f That's really- unusual for the kind of work wo tie. They go out and recruit other 
women." 

The women con firm what Dr McCraw said is Alio purpose of the surgery: "To 
dress normally in a sundress or bathing suit if they choose; to counteract a cer- 
tain sense of lost femininity;. to be rid of an external prosthesis, and to 'forgot ,' in a 
sense, the cancer and got on with living." 

From the time she awoke in the recovery room and heard her surgeon say. "You 
have o beautiful new breast," the Northern Neck woman said she felt, "Well, abso- 
lutely wonderiYH . 1 can't say that I had any negative reaction at all." 

Dr McCraw said that reaction is typical if the woman has a waiting period be- 
tween mastectomy and reconstruction. 

"Every* time 1 say that, there are 10 women in the audience who stand up and 
throw eggs and stun," he said. 

•"Patients generally don't appreciate the difficulty of producing a good .surgical 
result if it is done at the time of mastectomy," Dr McCraw and a colleague, Dr. 
Charles K Morton, wrote in Virginia Medical journal. 

"This observation may be relnfcd to poor psychological preparation, too much 
happening at one time, never seeing the mastectomy deformity, never experiencing 
the mastectomy 'grief reaction* or comparing the reconstruction to the normal* 
breast " , „ 

* (n other words; said Emily Parker,, coordinator of the cancer society's "Reach to 
Recovery" mastectomy program in J/irftima. "It's, sort of Important for the woman 
to have the experience of not having the broast there ... / 

"Her goals have to be ro\hsti?. She has to realize that it's not'going to be a .natu- 
ral breast " * ' , • 

Mrs Parker is not one of the angry ones. She survived breast cancer 20 years ago, 
when the prognosis was much less hopeful, and she is vor/ satisfied with the recon- 
struction surgery she has recently, even though "I'm 65 years old, and now I've got 
the breasts of a Ifi-ycnr-old." 

""The results that can be obtained nowadays are so $x>d" but they have draw- 
backs, she said. * , * 

Breasts reconstructed over a silicone implant will be firmer than natural breasts^ 
Scars may show and remain angry-looking fbr a lifetime , While some women report 
that sensation returns to the transplanted tissue, others get used to ^numbness. *x>st 
muscle^ power may never VbWn. Sometimes, the Wood $uppfy to the newly graRed 
tissue is inadequate, and theiissue dies. f ■ 

•And some women, having survived cancer, just do not want reconstruction. "They 
don't want to go through more surgery," Mi's. Parjtor said because it s not a simple 
little procedure. * ... * 

"I would do it again for myself, but we are noj out to sell reconstruction. The 
reconstruction is not a simple thing at all." * 



PoSTMASTWrrOMY PUOOKAM OKKKIte H<^;TO VICTIMS 

• (By Nan RobertaoTi) A 

Tkankck, N.J. - At first, the new women come in slightly hunched over, one arm ' 
held against their side as ff they were protecting something. They N nayc had one of 
the most devastating kinds of, surgery a woman can have— a masVoctomy, the re- 
moval of a breast The aftersh^k is emotional as well as physical.' ^ 

r T felt injured; I felt afraid, * Judy Nelson said. "I had Very feV expectations for 
this program. I had nothing but scorn for what the* community of women could do. 
An erotic organ had been removed, tt wasn't just decorative— f nursed two children 
with it." 
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Along witli nearly 200 othor women, Mrs Nelson was brought back to ftill physi- 
cal functioning and emotional balance by n postmnstoctomy program that haH been 
operating here since 1076. . 

Sponsored by the National Council of Jewislf Wonldn and the Young Women's 
Christian Association of Hackonsack, the Bergen County Postoifustactotny Program 
is operating out of the Jewish Center here. Most of tho stuff are volunteers, and 
professional therapists also donate their services. 

This project, which is free, has been ho successful that programs modeled on It 
have aprihuf up in three other counties In tho stnto, Tho Young Women h Christ ian 
Association has gone nationwide with 246 postmastectomy programs called Encore, 
which incline exercises, swi mining and discussion. 

Here, a post mastectomy group usually is made up of 15 women who work out 
with u physical therapist in the pool and gymnasium. A psychology offers group 
therapy once a week Each series lasts eight weeks. 

"That's enough,' 1 said Shirley Hart, the co-founder of tho group, who had a double 
mastectomy "We do want to discourage dependency, and we have found that eight 
sessions are adequate time to recover uhvslcully." A (lor six months, there is a reun- 
ion so that tho program and the participants' progress can be evaluated. 

During one of" tho reunions, Ruth Cowan, a physical therapist, was helping some 
women in tho Jewish Center oool. She was gently stretching once-immobile arms up 
and backward and rotating otners in the w<Her, murmuring encouragement. 

"Take a look.' she told one newcomer. "This is where youVe going to be. Are you 
doing your exorcises every day? Look, t don't blame you for trying to protect your- 
-seir ? ■ ' 

All of tho other members of the grouo had regained thoir arm action. 

•After '1 .had niy mastectomy* 1 couldn't Close the car door," Mrs. Nelson said, "I 
couldn't reach glasses on the shelves or hang the wash." 
^ When participants arrive at the Jewish Center,' "they undress with other women 
^wljnjuive had the same trauma/ 1 Mrs. Hart said. "They are ^curious how the others 
IqoMBiM th4n- physical shame starts to pass away. They ace that it is not so horri- 
f bUClRiPUio^^ren'l freVks." 

S^iIk? of these in (he reunion group were fitter about thoir surgeons' after-surgery 
instructions, calling them "haphazard" and Vnot done properly." 

Cowan said U)at most doctors* staff members "don't have the knowledge of body 
mechanics" that will bring the patient back to full movement. ^ 

At first, some doctors in the area opposed the postmastectomy .program, but 
seeing the results, most now support it. 4 

Tli© emotional damage fallowing a mastectomy also needs to be addressed. 

The most intense feeling brought to the therapy discussions is the fear of death. 

"It's still u killer, still extremely frightening/ Dr, Mildred Swinson* a psycholo- 
gist who steers the therapy group, sain. "In addition, mothers with daughters are 
worried about them, because, according to the American Cancer Society, the risk is 
two to three times as great that daughters of women who have had breast cancer 
will also develop breast cancer. 

The mother feels guilty." Dr. Swinson said. " 'Will I pass it on to her?' she askg. 
The daughter tends to blame the mother. This citn produce terrible strains." 

Another problem. Dr Swinson said, was ''the tremendous rage against doctors." 
'* 'Thov had to blame someone for this destruction," she said, adding, "I think the 
mcdiajuive done a great job in informing the public that a mastectomy is believing 
for now at least, that to bo surgical procedure. 1 _ 



iKrom Ou* Kulimoml Time*- Difiiratch. Thurtdny, Mar Vt. 10831 

Canckk Patiknt's Spouhk Also Nrrds Support, Researcher Says 

. (By Beverly Orndorff) 

San'Dikoo -Learning to live Avith cancer is difficult, but learning to live with 
» someone else's cancer mny.be more difficult. 

Thai, at least, Js suggested by an ongoing study at New York's Memorial Sloatv 
Kettering Cancer Center ihat indicates that cancer .may be hardor-on the patient's 
spouse than on the patient aWlng the early phase of the illness. , 

WJiq supports the supportgiver?" asked Marilyn T. Oberst, ^irector oT "nursing 
research at Slonn-Kettering, in a talk at an American Cancer Society seminar * 
TJie answer may well be> in many cases, "No one/' Ms, Oberst said. 
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And white then) has boon rqsorch pn the effects of cancer in its final phases oil 
•the patient's family. tht»ro1« practically nono tho early phases, she said. 

In hor study Of newly diagnosed cancer pntfonta and their spouses., Ms Oberst ia 
finding that tho spouses show high anxiety lovoJe and generally donH cope as wall 
as tho patients after tho patients come homo from tho hospital. 

Tho pationla in tho stuaVhavo cancers oWnvo bowel and genitourinary ayatem. 
Patients and arouses tu^Li*orviowcd beforo discharge from tho hospital, then 10, SO 
and 60 day a loMI. ~" p 

Teeta for anxiety lovolo Jmd coping ability are given. In gonoraJ, tho patients 1 anx- 
iety levels ara Wfch^stjjttd their coping scores are lowest within tho first 10 days 
after leaving tho hoepmtr according to Ma. Oborst's study. 

For tho spouses, coping effectiveness* botrins declining aflfcr the first 10 daya and 
continues for at least the next two months. Mjs. Oberst said interviews will bo made 
nt three 1 and six-months intervals, > 

"As the patients improve, the spoxfaes -begin to report their own feelings of in- 
rrenHing fatigue and become progressively less able to handle problems of everyday 
living/' she said. 

The spouses felt that they lacked sup|>ortXrom all sources, Ms. Oberst said. 

"NOBODY UNDERSTANDS*' 1 

"They said again and again in many different ways, 'Nobody understands what 
I'm going through He's feeling better and I keep feeling worse. Everyone pats him 
on the back and says how well he's manngingji*r^juo asks about me.' 

The study suggests, Ma, Oberst said, that *We need to do better in preparing pa- 
T tionts for discharge. . And we need to talk a lot more with the spouses. 
' In another re|x>rt yesterday, a New York University biochemist suggested that 
food seeds, such as rice, (jorn, chickpeas and beans, may contain a substance that 
protects against cancer — 

The substance, said l)r, Walter Troll,* is called proteose inhibitor, and it ossential- 
ly decreases the amount of protein available for digestion in our bodies. 

WOKLDtf U\g STUiyKS 

Studies of various populatibns arduAfT ttpfo world show varying incidences of 
cnnclm. suggesting that dietajry factors may haJnvolved, Dr> frol! said. 
^ Countries that have high protein diefeto^MMs, countries where meat consump- 
> tion is high— have relatively high incidences or breast, colon and prostatic cancel's, 
I)r Troll said Thus, substances that reduce protein digestion may confer some pro- 
tection against, those typos of cancer 

According to Dr. Troll, all seeds— including canned beans and corn— have high 
levels of proteose inhibitors. Ho cautioned, however, that his studies are still in an 
early stage, and he noted the complexity involved in studying nutrition and cancer. - 

"The question of which factors in nutrition ure mot decisive in the Western diet 
that contribute to the high occurrence oT cancer has not been settled," he said. 
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• Psychological Impact of Cancer Usually Severe 

(By Dr. W. Uifford-Jones) " » 

How do most people react when the doctor tells them they've ftot cancer? This 
year, 900,000 North Americans will receive this diagnosis. Families and friends 
should be nwnre of the various ways patients respond to this shockfng^iows. 

Hearing a physician say, "We've found a malignancy/' posed a unique and special 
throat. Usually a predictable series of disoi-gapized thoughts flies through the mind. 
How will fanuly and friends react? Will 'weJSq treated differently and possibly iso- 
lated? Will there be loss of esteem? Will ityiffoct our body image, sex lives and life 6 
st*le? Will we die? And how soon? 

How one responds to cancer depends partly on which organ is involved. The Me- " 
4 mortal Hospital for Cancer and Allied Diseases studied this problem. Dr. Arthur M. 
Sutherland reports in the Cancer Journal for Clinician$ tnat Colostomy patients 
often fear the disapproval of society, as they once worried about criticism from a 
toilet* training mother. 

For example, one patient waB described by her family as a "crazy -clean house- 
keeper." She developed cancer of the rectum and reluctantly agreed to surgery. But 
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when the operation required n colostomy she hoenme depressed and contemplated 
Hiiicidc She behevod fr 8he wan unacceptable to friends .nn^l eventually isolated her 
mdf To her. I i IV becunip worthless. 

Predicting how « pationt will react is an uncertain task Many of us would bo 
hard-pressed to know what goes on in the mind of a beat friend under normal cir- 
cumstance* It's therefore difficult for surgeons to forecast how people will com pen 
«ale lor the loa» of heart, log or bowel function There's a wide range of possibilities 

The initial response is often a refusal to nccoptjjie diagnosis Four of concer is so 
intense that it must be removed from consciousness TJic pationt rationalizes that 
thp doctor ih wrong Conversely, the throat to existence may be so overwhelming 
thfU some patients want to rush headlong into surgery Others find a dozen illogical 
reasons to postpone an operation They ask. "Why mutilate my body if I'nrgoing to 
die in a few months anyway '" 

Patient* may fall into vnc of several pitfalls after surgery One man was con- 
vinced the cancer of the prWnte gland he had developed was a form of punishment 
During bis life he had enjoyed several extra-marital affairs Now he felt he was 
mailing the reward ol immojpl behavior % 

The Memorial ttuspiUtl *Riuy cites another problem. Hypochondriacs, those who 
lear disease, usually approach suiwcry expecting the worst to happen Post-opora- 
tivelv. ninny believe that irrepanmle damage has boon done They' are convinced 
that removal of any part of their be*fy decreases vital energy, thus rendering them 
more suspect ib I e to the recurrence of malignancy. As a result, they rigidly restrict 
all activity ^ <? * " 

Thijj resection is considered by them to be a lifesaving scheme It is a pattern 
that in difficult for physicians to break As one patient remarkWk"! treat my body 
like an old car I expect it to break down any minute." 

* Some hypochondriacs develop paranoid reactions. They're -convinced the surgeon 
made an error, or that the operation was more extensive train it needed to he. Such 
thoughts can lend descent into depression, and on rare occasions suicide. 

Obsessive-compulsive react ions are usually seen in pat ion ts who have rectal sur- 
gery resulting in ^OKtomy All patients who undergo colostomy develop this to 
mane degree But those who wore compulsive about body habits priolffito surgery 
have experience exaggerate^ reactions. One man was compiled to Mlpui hours 
every day ungating trie colostomy He needed to be sure it was clean InKre seeing 
friends fc 

Families should realize that some cuncer patienbrtue very demanding* They often 
complain of minor symptoms and aggravations This is an attempt to distract thcni- 
selven from the anxiety of cancer and possible death 

Its bren said that ' fear is the greatest of all inventors of riiinbr post operative 
complication may be perceived by the patient as a recurrence of malignancy. A (cw 
words of vxplauat ion by doctors and nurses can prevent hours or days of anguish 
Similarly, experienced enterostomal therapists could now ease the apprehension of 
colostomy. Hut most of all, helpful and supportive families or friends cfan -help the 
patient make a gradual adjustment to the diagnosis of cancer. ^ 
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(By Beverly Orndorlll 

It is an issue that has come out of the medical closet It is a matter that physi- ' 
cams are talking about openly, in regular medical school conferences and in jour- 
nals 

The issue is, what is the physician to (Jo for the hopelessly ill patient? Until 
recent times, there was little that physicians could do other than let nature fake its 
course Now, medicines and machines can significantly retard the dying process, 
and physicians, whose t raining instills in them a reflexive inclination to preserve 
hie. are realizing there are times when such measures ought to be withheld. 

One reflection of the onen discussion of such issues is a recent report in the New 
England Journal of Medicine, prepared by 10 6x|>erienced physicians from nround 
the nation, including Dr Kdward, w Hook, chsirman^of the University of Virginia 
Medical School's department of medicine The u reporl was based on n two day meet 
ing of the In phvHiciaiis in Boston last fall that was convened by the Society for the 
Right to Die * . 
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Dr Dnnlnl I) Fedormftn. professor of medicine at Harvard Medical School an* 
^>ast president of the Amonc!N*G)llego of Physicians was chairman of tho mooting, 
wruclrwos called to develop guidelines for physician*! in dealing with terminally ill 
patients. v 

-Two precopts wore tho center of the discussions, according to tho physicians' 
roport. Ono is tfuit tho pationt has a paramount role in making decisions about his 
or hor treatment Tho other is that aggressive treatment of a hopelessly ill patient 
^only prolongs a difficult and uneorfortablo dying process. * 

Ideally, the physicians said that decisions about medical treatment should bo 
made by the patient put Chore can be a variety ofccircumstances that cloud a pa- 
tiont s judgment, including drugs, pain, and tho disease itself. Jn such cases, the 
report indicated, "thovphvsician must rely increasingly on-tho presumed or ^restat- 
ed wishes of the patient/ A previously writtou statement by the patient, oxpreastng 
his or hor wishes about treatment in the terminal stages* of an illness, would bo 
holplVil. according to the physicians. 

Such expressions are recognized in 15 states and tho District of Columbia (Virgin- 
ia is Ono of those states, Jhe report stated) If there are no such written expression^, 
the physicians continued, tho physic! art must determine from family members audi 
friends the "attitudes and wishes the patient would have expressed had competence' 
been maintained/' 

Another confusing factor con be the uncertainty of diagnosis, that the patient 
indeed does have the illness that the physician believes ho or she bus. and the un- 
certainty of dhtfnpntient's prognosis. If the physician is not an export in the patient's 
illness, he AHihe should consult with those who tfro, the report suggested. If there is 
disagreement about the diagnosis or prognosis, life-sustaining measures should be 
maintained until the issue is resolved. 

The rare roport of a patient with a similar condition who survived is not an ovor- 
rtdmg reason to continue nggreeivo treatment/' said thv physicians' report. "Such 
negligible statistical possibilities do not outweigh the reasonable expectations of out- 
come that will guide treatment decisions " 

The report strongly urged physicians to discuss the diagnosis of Life- threatening 
illnesses with their patient* "Although some physicians and families avoid frank 
discussions with patients, in our view, practically all patients, even disturbed ones, 
are better oft knowning tho truth, A decision not ta tell the patient the truth be- 
cause of fear o| his or her emotional or psychological inability to handle such infor- 
mation is rarely if over just iliod . The anxiety pf dealing with the unknown can 
be Tar more upsett ing than the grief of dealing with a known, albeit tragic, truth/* 
said the report. 

It also stressed that the physician must help the patient understand und deal 
with the news of a poor prognosis, through reassurance that the patient will not be 
abandoned nlul that there are supportive measures that can be taken. The physician 
also' must be prepared, the report stated, to share his'or her personal opinions about 
Tfvhat the patient shoulj} do, "Patients often ask a trusted physician, 'W^int would 
you do?' A direct answer is in order," the 10 physicians agreed. 

They offered recommendation^ for specify typos of caseV The generally alert pa- 
tient who is dying of, say cancer, 6ught to be ngres^ve^y treated to relieve pain und 
suffering Tho level of care should refloct an understanding between physician and. 
patient, with ocensionnl reassessment, according to the physician s report. In many 
instances, the patient or his or her family may not wish to receive emergency resus- % 
ptutjon; the prime-desire is for cofnfort. j • 

For patients in a definitely established, persistent vegetative stute, tho physicians 
suggested that it is morally justifiable to withhold antibiotics nfld artificial feeding 
and hydration measures, as well as other forms or life-sustaining treatment, thus 
allowing the patient to die % - , * 

"Th4s obviously requires direful efforts to obtain knowledge of* thcyiatieftt's prior 
wishes and the uiK^cstanding and agreement ok the family/' said Jke physicians' 
report ^ * *«, - ' * 

wOfie thing is clenr from the J^Jew England Journal repofVTho matter of what to 1 
do in the face iff terminal illness is moreHhnn a physicians' issue. 

It is one that each of us should Into squarely because, as the 10 physicians to'peat- 
edly emphasized, \\ is our desires as patients, if and when we have a terminal ill- 
ness, thjjl are the ultimate guideline* that physicians seek/ 
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A prospective randomised clinical trial of adj^bit treat- 
ment of 312 stage II breast cancjr patient* utilizing chemotherapy, 
ant l-«*r.rogen thor<ipy, und immunotherapy is. reported at 72*monthe 
follow-up* Stratification of patients was baaed on nodal involve- 
ment and estrogen receptor assay of the primary tumors. Findings 
at 72 months indicate that antiestrogen therapy (Tamoxifen ) 
added to CMF .chemotherapy resulted in significant dolayod recurrence" 
In KR+ postmenopausal patients, ER+ pationtia with* A or more positive 
nodes, and patients with tumors greater than 3 cm, in diameter. 
The addition of nonspecific immunotherapy with BCG had no effect 
on disease -free survival. Estrogen roceptqr and progesterone 
receptor measurement 8 in primary braae t cancer provide valuable* 4 
prognostic information on subfiequtot recurrence and overall survival 
and should be documented in future TcH in ical trials. . 
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ANTlKSTROCTEN-CYTOXtC CHfeMOtHKRA?V AND BACILLUS CALMKTTE - 
GUER1N VACCINATION IN STAGE II BREAST CANCER 
7 2 -MONTH FOLLOV-U1 



' For the past ei&ht years, wa ha^p been conducting a prospective 
randomized clinical trlnl of the adjuvant treatment of 312 surg- 
ically treated singe II breast cancer patience Chemotherapy (CMF) 
an ti estrogen therapy (Tamoxifen)*, and Bacillus Calvaetta-Guor in 
(BCG) inmunothorapV were utilized in the trial, which was the 
first study. in which patient stratification was based on the presence 
ur absonco of estrogen receptors in the primary tumor. 

These studies xronc«S|ved in the early 1970's began in 1974 . 
It wa» postulated that breast cancor c^lls beyond the confines of 
the operative site might be successfully eradicated at a time when 
the total tumor burden was low. Adjuvant therapy thus might prove 

Kf 

co be. beneficial' in decreasing recurrence and increasing patients' 
survival. This report is a summary of results in stage II breast 
cancer patients entered* into this roulr i- tnsl itutional clinical trial 
following its inception. - t 

The details of the various treatments under this protocol 
have been published, along with results sftor 48 months and 60 months 
follow -up C2ft-3l.f>3) The early results can bi» summarised as^ 
follows: (1) Women whose breast cancers contained low or unde* 
tectablc (<3 fm/mg cytosol protein) estrogen receptors (ER-) 
recurred more rapidly, regardless of the treatments used, than 
those patients whose tumors did contain estrogen receptors, 
(ERi,) (>3 fm/mg cyiosol protein) . 

Nolvadex 
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(2) In comparing the throo adjuvant regimen a ua*d In nhe *tudy, 
none appeared to offer any advantage for the ER- group. 

. O) Women whose breast enncor contained ostrogcrv^recoptor » (EJH ) 
had a prolongation -of fttseaso tree interval when their troatment 
included th* ant lostrogon, Tamoxifen. K ; 
(*.) Overall survival was significantly longer In RR+. patients 
when compared with ER- patients Slnco there were no untrtated 
controls, the study leer unanswered £he question b'f whether or 1 
not the chciuotherapeutlc regimen employed was of any advantage. * 

X'h now report follow-up data on recurrence and mortality up to 
7 2 months. 

» ia ^Cfl i ; JL a_ 1 a_ a n d_M o t I ) od s 

Patient selection, utratif icacion and randomization, treat- 
ment regiaien, methods pf follow-up and statistical evaluation^ 
previously repotted in detail will be briefly reviewed. The study 

* 

group consisted of 318 women Undergoing -radicnl' or modified 

i 

tadical metrectomy for primary stage II breast cancer. Estrogen 
receptor assays wer« performed on fhe primary tumor in all patients, 
mainly by one laboratory (Wm Acquire ' s) . Only those patients found 
to have one or more axillary lymph .nodes involved with tumor were 
considered eligible for inclusion. Informed written consent was 1 
obtained from eligible subjects prior to , randomization . 

The patients were stratified both by ER category (positive or 
negative) "and by the number of axillary nodes found to contain tumor 
bv pathologic staging (1-3 or 6 positive nodes)/. Within each 

; 

Of the original 318 patients, six were initial protocol infringe- 
ments. tfnHj, M2 patients have been followed s/nce inception of . 

the study. > 

/ 

/ m 
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•crntum patients were then randomly assigned to one of three 
treatment modalities. 1) Cytoxan, methotrexate and 5-f luoiourac\U 

J«r>. 2) CMF plus Tamoxifen (CMFT) ; and 3) CMFT plus Decillus 
a Itnot t c Cuor In vaccination (CTB) . 

- In 19 7 4 when the study was Initiated, an untreated control 
group was Included. In 1976, however. After Ronadonna's promising 
report (4). the control group was changed to CMF therapy- Our 
OIF treatment was similar to that reported by Bonadonna, except 
for a somewhat smaller Initial dosage of drugs. Cytoxan (60 ing/M ) 
was given orally during days 1 through 14, for o>ach of 12 monthly 
cycU»- ifethotrexattt f (25 mg/M 2 ) and 5-f luorouracil} (400 mg/M 2 ) 
wcro^iven Intravenously on days 1 and 8 for 12 monthly cycles. The 
doses of thu chamotherapaucic agents were escalated until nryelo- 
suppression became evident. Tamoxifen (Nolvadex)* was administer ed 

orally (20 me) twice daily for one year (40 mg/day). In the group 

II 

receiving immunotherapy, vaccinatons wi£h BCG were carried out in 

the second year as follows y . weekly $he £i\st month and then monthly 

' -> ' \ 

the following eleven montha. \ 

Physical examinations and blood chemistries, were performed at 

\ V 

three month Interval a Routine cheat x-rays were\ taken at six- • * 
month intervals, and bone scans* and mammograms at yearly intervals. 
The <?nd-pofht for n study patient was tbe . first documented re- 
currence or second primary. Therapy after recurrence was loft to 

*Nead Johnson, Evans ville, Indiana 

1 Lederly Parenterals, Inc. , Caroline, Puerto Rico 

* Hoffman-J.aKoc.ho. Nut ley, N.J. 

* Nolvadex was donated by IC1 Americas, Inc 

: 'TUe (University of Illinois): 5 + 3 x 10 8 C.F ; (colony forming units)/ 
Institutes of Health, Rethesda, M<3\ 
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the discretion 'of the physician In charge of* the patient, Patient, 
accession was terminated in June, 1979. 

All basic information, including the clinical characteristics 
of the patient and her tumor fms bo^on entered into a computer for 
retrieval, follow-up and analysis. Tho atatistical methods (8^21.67) 
for evaluation of results have boon previously raportod and con slated 
of life table analysis- <22) using product-limit estimates and pair- 
wise comparisons made with the generalized Wilcoxon test. For* 
assessment of delay in recurrence, the percentile rai\kp wer%^bta inad 
.arid compared. Delay was defined as the difference of the percentile 
ranks of the given two groups which were being compared. Approximate 
p values were obtained for this^Brapar inx>n (25) . This delay was 
obtained at the first quart ile (the 25th" percent lie rank) and whoa- 
ever possible at the second quartile (median). 

Between September, 1974 and June. 1979, 318 patients with 
stag* IT breast^ cancers were entered into this multi-institutional 
adjuvant clinical trial. Seventy-four percent had ER levels^ 3 
f ©mtomoles/mg cytoeol protein. Of tho original 318 patients, six 
vera protoco\ infringements and thus 3 12 patients have boon eval- 
uated since the inception of the study. One hundred one were 
randomized to CMF therapy,' 110 CMFT and 101 patients CMFT followad 
by BCC vaccinations during the second year (CMFT-BCG) . 

Prognostic variables, including ag.fr, number of axillary nodes 
involved by tumor, size of tumor, £R values, menopausal status 
and dosage of chemotherapy were documented for all treatment 
groups. None of these were strikingly different among the. three 
gro\ipc. . 
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AU put tone* compl e- tori their primary thernpy by June, . 
Four patients r&c«iving BCG immunisation during 1979-80 axe f now 
2«* months post treatment and artt included in this report. 
Patt»nt compliance with protocol r equiremonts has bean un 
good. To dat«, five patients hav^ bean lost to follow-up. Four 
* of these patients completed therapy^, but cannot be traced 14 month.* 
to 48 months postmusbectomy . One patiant wao -randomised, then 
refused treatment. In she was alive four and one-half yetfrs 

pes turn si fcctomy , but i* now lifted an lost. 

H^/natoen pAjtlents withdrew froni the ytudy *£or personal reasons, 
mo ft otf whom ri\caivud chjRtno -endocrine therapy tor ,12 months and 
r.lum° elected to stop additional therapy. / Twenty - th^ee patients. 
«M e v f Sit i ed protocol infringements of major or minor nature,' 
or intolerance *to drugs. ^ For statistical purposes, these patients 
are evaluated ro th<i date of withdrawal only. All are followed * 
for survival wfcanever ..possibl «f. 
Kesu 1 ts K % 

As previously note/O*, early in the study, fivjo patients (controls) 
o randomized to no adjuvant therapy £ol lowing cut gery v Ml Ar ^) 



dead except one patient who recurred at 13 months and was placed, on 
Tamoxifen with response She is alive eight and one-half yesrs 
pos toporactvely on Tamoxifrb^|j|^itjtonanco . 

^Chemotherapy, in g ener a l^Kka s well tolerated, buc«Che dose 
levels of the drugs had to be altered transiently in some patient's, 
owing to mvel osuppr ession , . In no instance was leukopenia severe S 
and Intercurrent Lnfections resolved without sequelae. Alopecia 
was mild , rarely requiring the use of wigs / The most common 
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complaints following intravenous therapy wore nnuaali, fatigue and 
mnlttiso for ona or two days. No serious mfetabolic derangements 
ocoutrod. with moat" patiantc gaining weight at an avorago of tan 
pounds whilo on chemotherapy. ^Tamoxifen, tho antiootrotfUn agent 
uood, was *urpr isingly wall tolerated, with'moat pationto Sxpor- 
Icncing hot*flaahos. Some pationto noted vaginal dryness, which 
was oasily controllod by croams. Immuniaatfo^j^ith BCQ resulted 
in local symptoms at tho site of injection ana* aomo pationto 
experienced delayed^ generalized ar*hral&iao\ easily controllod by 
non-narcotic analgesics. 

As of September l, i 1982 thoro hod boon J19 recurrences atoong 
tho patients remaining in the study, ^4 in tho CMF group, 4$ in 
tho CKFT. and 33 in tho QMFT-BCG groups. 

In those patients completing therapy there hove been 73 deaths 

to date? 24 , 31;* and 18 respectively in tho CMF , CMFT, and CMFT-BCG 
<C 2 

groups. X ^analysis shows no statistical difference among tho 
three treatments . All ^patients died of metastatic breast cancer. 

Five additional patients died of nonmetastatic*' Jiisaascff 2 of 
myocardial problems, 32 and 29 months postoperatively;*^ died of 
cerebral vascular ^ccfVents , 61 and 64 months postoperatively; one 
died of supposed aplastic anemia 35 months postoperatively. 

There have been 19 deaths in patients withdrawing from study: 
11 were patients treated with CMF, 3 with CMFT, and 3 in the CMFT- 
BCG group. There is no significant difference (X test) between 
the number of deaths in the threo treatment groups. 

Figure 1 depicts the cumulative rate of recurrence of all ' 
ETH and $R~ patients. Recurrence continues to^be more frequent 
£or-the ER patients than for ER-i- patient* (p-.0003). It sbbu).d % 
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bo noted that the/ rate of recurrence Ijf^tb^ ER- patients was 
rapid for the f#*st 24 months (41 . 6%) if and £hen diminished to a 

;i 

move constant rnto, j f ? j 

In contrast, the ERf patients faj'Qd better during the first 
24 months of .study, and only after 1 Z, moijtho whtfn^y^eatmont was * 
stopped was recurrence noted. Wheth«far tl^^o reflects the effvsct 
of therapy, or an Inherently bettor pftognogfa in this group is 
speculative since so few control patient \ ware studied. The r|- 

curronco curvoj followed for 72 months continue to sjhow lower 

■f 

recurrence for ER+ patients, !' J ■ 

Figure 2 compares cumulative recurrence of all patients 

(estrogen receptor status not c©nSid^rod^ . Since statistical 

evalun-tion of the CT and CTB groups ihowpd identical recurrence 

rates, the two groups have bean combined* for comparison with the 

chemotherapy alone group in Fig. 2. |At )2 months, the group 

treated with CMF alone exhibited tha_|higoest recurrence. Those 

treated with Tamoxifen (CT) or Tamoxifen and BCG (CTB) show an 

i > 

initial delay in recurrence, followed. by a more constant tate of 

» [■ * 

recurrence to 7 2 months. At the 33, ^5, and ^8-months follow-up 

reports, the latter two groups had a significant delay in recurrence 

tfhen compared with the CMF treated group, 
i ■ t ; 

The combined curves continue to Tf^ow an advantage for Tamoxifen 

i 

therapy in delaying 'recurrence . . The September, 1981 analysis of % 
i the data (31) showed a difference (p* . 0£) . between the curves, ) 
September, 1982 data analysis continues : to , show an advantage for 
the Tamoxifen treated patients, however,, the p value is now p*.ll. 
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When the racurr enco rates J.n each of the treatment categories 
of ER* patient* ere compared by life table Analytic (Fig. 3), 
there remains an advantage for the antiostrogen treated groups in 
rocurtence delay, but of borderline significance (p-,08) whan 
compared with September, 1981 finding* (p~.048). Quartilo .analysis 
of delay of rocurronca is JlO. 3^no*hths at the firnt quartile (p~.024) 
and is greater than 6/.B months at t;he second quartile (Table I). 
In contrast, the £R- patients (Fig. 4) appear to receive no bonofit 
from actios trogen therapy. 

The relationship of recurrence to menopausal status has boon 
documented for the entire group. There are no differences in 
recurrence at this stngo of follow-up. Stratification by estrogen 
receptor Dtatus. however''!\reveals differences in recurrence at 
72 months; premenopausal ER ** 40.27. vs.^R- 487, (p» . 09 , Fig. 5); 
postmenopausal ER+ 59 . 5% vs . ER- 70.4% (p-.OOl, Fig. 6), showing 
more rapid recurrence for ER- patients in both groups. 

Using life table analysis, therte appears to be no difference 
among treatment regimens in the ER*%rem cnopa usal pa dents *^lp- - 4 1) . 
It should be noted, however-* that whan Tamoxifen is added t/ CMF 
treatment, there la a ^.6 month delay in recurrence at the first 
quartile (p-».Q095) (Table 1). This delay in recurrence , ear*ly 
in ihelr f^j^w-up, mriy be a reflection of small sample £izes 
rather than a rr^e difference among the regimens and final analysis 
awaits prolonged follow-up. 

Figure 7 shows the treatment comparison of cumulativfi 
recurrence for ER+. post me no pause 1 patients. Both. Fig. 9 and 
Table I document a significant delay of 11 months in recurrence * 
(p- 008) for the first quartile, when Tamoxifen is added to the 
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tro|tmorit regimen, and fjioater than 20 month* for the second 
quartile. both highly a ignlf leant 

Tho overall recurrence batj^n patients with^l-3 positive 
nodes and prftients with £4 positive nodes 1$ shpwn in Fig. 8. 
Tho lower rate of recurrence in patients with 1-3 positive nodes 
ib consistent with previous observations on such patients (22). 
A Whan treatments of ER+ patients with 1-3 positive nodes are 

» compared, there is no advantage of atvv regimen (Fig. 9, Table I). 
In ER> patients with£4 positive nodes (Fig. 10), an unexpected 
finding wad the lower , recur r once rate in tho Tamoxifen treated 
patients (p».05). Quartilo analysis (Table 1) shows a significant 
delay of nine months iij these patients. No similar benefit was 
noted for tho ER- patients with^ I positive nodes. ^ ^ 

Figure 11 compareK.traatmcnts 4 in ER+ patients whose primary 
tumors were greater v than 3 cm. in diameter. T^/ere is a significant 
delayed recurrence advantage for thti rogimena containing Tamoxifen 
(p-. 00023), Table* I. No such advantage was noted for ER+ tumors s * 
^ less than 3 cm. or for ER- patients. The reasons for these findings 

remain obscure f but may resylt from the "Gomportxian" affect as 
pointed out by Fisher (17). 

Figure 12 depicts the cumulative survival between ER+ vs. FJl- 
patients (p-,0001). The longevity advantage "con-tinuos vith the 
KR+ patients whose survival is 677. compared with J***% for the ER- 
patients at 72 months. ^ " * * 

Comp«r*ison of data of all ER+ patients treated w'ith or, without 
\ 1 Tamoxifen does not show a difference in overall survival at this 

stage of follow-up. Comparison of survival for ER+ patients with 
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1-3 or* 4 positive nodo« f **ith or without Tamoxifen, aromot 
Statistically different, Continue^ follow-^ should answer 
^survival offocts of tho antiestrogon therapy, as total deaths 
to date nro small in number . 9 

M scuf flior)' % 

The surgical "euro" rate continues to be consistently high 
for stage I breast cancer patients (negative axillary nodes). 
Crowo (14) has pointed out, however, that menopausal stratus and 
estrogen , receptors offer additional; prognostic factors for this 
group as well. In an effort to rocjuce or delay recurrence in 
stage II breast cancer , known ^ bo considerable, combination 
chemotherapy, antiestrogen therapy and nonspecific* immuno therapy 
with BCG was studied in similar patients, At the outset of this 
trial (T9M), we had hoped to compare women crtatcd v^W^Pdjuvant 
chemo-anti estrogen, chorapy wit}) women treated by .s^urgery alone. 
A correlative objective was to document* what of feet, if .any, 
antiestrogen. therajpy could have on recurrence and • survival . 
In 1976. however, Bonadonna's (4) promising initial report with CMF 
adjuvant therapy led us to change our planned therapy and treat 
aj^l patients with CHF, i.e., no control group. It was early 
in the study, however, and few such patients were affected. 

Over tho last two decades, cytotoxic chemotherapy has been 
shown, to effectively palliate diss em inated breast cancer in a high 
percentage of afflicted women. For more regional disease, 
Cooper '(13), Fisher (17,18), Bonadonna (5,6,7) and many others have 
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added valuable knowledge to breast cancer treatment, the value of 
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adjuvant therapy, howovar, has boon on loco firm ground and may 
reflect our clinical inability to determine systemic spread at 
the time of initial surgical decision making. 

In all long term studios of patients rocoiving chemotherapy/ 
thoro is concern of development of secondary malignancies owing 

V A I 

to immunosuppression or chemical induction. Twelve of "312 stage H 
breast cancer patients trcratod as previously outlined hove 
dovoloped second malignancies 13-80 months postmastoctonvy . Three 

r 

were myeloproliferative disorders arising 48, 72, and 80 months ^ 

postoperatively. Four were now carcinomas of the contralateral 

breast, two were colon cancers, and oho each of the endometrium, 

cervix and lung, , Table H s^ummaYizos tutlfor* types, v originei 

estrogen^ receptor status and protocol therapy. Tho spectrum of 

malignancies observed, however, seems unrelated to therapies 
V 

and bears no relationship to receptor status. Wo continue to, 



follow living prftionts and w'ill monitor ail developing medical 
problems, . 



Xhe first established usefulness of alteration off human sex- 



ion olj 

steroid hormones in breast cancer wis made by Ba^tson (2) . His 

therapeutic oophorectomy for* disseminated breast csflcer on 

♦ 

June 15, 1895 (published in Lancet, 1896) seemed * medical triumph. 
In one patient ho reported "all vestige of the previotts cancerous 
disease had disappeared*' postoperatively at eight months. Thus, 
by scientific observations of cattle castrated to prolong milk 
production by farmers in hi,s area, ahd to some extent by serin- 
dtpity, Beatson laid the cornerstone for ■ ho^on« manipulations of 
human cancers. . It is indeed for tuna to that his first patient 
responded so dramatically, as we know today that in only 407. 



• 198 J 



1*96 



of^ pr eum^opAusal vWomon with Advanced breast cancer will castration 

bo of tfaluo. This response rata can bo improved to near 607. if 

Estrogen recfeptor positive stage IV breast cancer ' patients aro 

t * 
treated by hormones, oophorectomy > hypophys actomy % or <*drej\aloctomy 

(9. 34. 35, 42-. 54. 62). 

* 

, Recently, potent nonsteroidal antiestrogon compounds havo 
been d«vel!opod which appear to bo clinically effective by competitive 
binding to Gytoaol ostrogen receptors in breast cancer cells. 
These compounds appear to inhibit^ entry of estrogens in to target 
sites rnther than by sup'pr easing sepr^tions. 

I Numerous investigators (3 . 10 , 15 . 16 . 19 . 23 . 24 , 26 , 3?^?3 , 36 . 37 . 
38, AO, 45*32. 55-61 ,63, 65 , 68-71) Jhave documented trials with aW- 
estrogens such as Tamoxifen aniVaf oxidino nnd most report 
remissions and delay in recurrence. Recently, Haywavd (27) and 
Stoll (66) have summarized developments in the endocrine treatment* 
of ctfncer nnd there appears to ho little doubt that estrogens are 
precfominent in stimulating the growth of certain human breast cancers. 

The findings of this prospective randomized trial of adjuvant 
therapy in stage II breast cancer patients continue to show that the 
antiostrogen drug Tamoxifen, along with CfrF chemotherapy, signifi- 
cantly* delays recurrence in postmenopausal women with EH+ breast 
cancers and ER+ patients with 4 or more positive nodes and tumors 
4 > 3 cm. In a recent preliminary report, Fisher £19) his, confirmed 

s 

that Tamoxifen ^iven with 2-drug chemotherapy is more effective 
than 2-drug chemotherapy alone in delaying recurrence in post- 
menopausal women with stage II ER+ breast cancer after two years 
of follow-up. ^ 

Although the correlation of estrogen receptors c^d the response 
rate to cytotoxic ichemotherapy in metastatic breast cancer is as 
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yet somowhat gonf llctlrtg (1 , 12 , ;J}5 , 39 , 41) wore recexVt data Sugjjpst 

Ch»t at leaa.t in, ER+ stage IV broast career patients, an initial 

trial of* hoi*mone therapy appears to be' justified without 

compromise for subsequent chemotherapy. 

It was noted early in this study that recurrence b 

manifest in ER+ patients after ^therapy witt^ Tamoxifen 

12 months, leading us to postulate that more prolonged ther* 

might have been of further benefit- This is being evajluateir i 

* v 

our present clinical trial. * + 

Progesterone receptors (PgR) fn 189 oX our" study ^-tf^jejs were 
recently reported by Clark (11). It was noted that PgR % levele * 
yielded significant prognostic information A this group o( patients 
independent of the therapies utilized. Multivariate regression 
analysis of this data -revealed thaf PgR and the number of positive 
nodes ^remained significant in predicting diseased roe survival, 
whereas ER was no longer significant when PgR was in ti^e model. * 
However, PgR and ER levels are highly correlated. We urge that 
ER and PgR levels be measured in all future clinical trials. * 

The investigators will be forever grateful to the brave women 
volunteering for this study. Most of them became boosters of the 
ogjram and were helpful in allaying the fears and anxieties of 
f n hesitant to accept randomized therapy. Their courage and 
confidence was inspiring to all and has helped the investigators 
easurably . 
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SUMMARY ^ 
1 * * 

A prospective randomised clinical trial of adjuvant treat- 

men t* of 312 stage II br>afi«t cancer patients usin& chemotherapy, 

antiostrogen therapy end immuno therapy is reported tp 72 months,, 

Mrftfian follow-up is 41.3 months. The following conclusion? 

seem warranted: 

1/ Estrogen receptor positive, (ER+) stage II postmenopausal 
patients had delayed recurrence when Tamoxifen was added 
to CMF adjuvant therapy. , x 

2. The addition of Tamoxifen to adjuvant chemotherapy (CMEf 
significantly delayed recurrence at six yoars in stage U . * 
ER+ patients withM or more positive axillary lymph nodes A 

3. The addition of Tamoxifen to CMF therapy slgnif icaivtly delayed 
recurrence at six years in stage II ER+ patients with tumors 

„ greater than 3 cm. in diamoter. 

4. ER+ stage II patients with 1-3 positive axillary Ixodes jfnd 
estrogen* receptor negative (ER-) patients showed no benefit, 
at six years from addition of Tamoxifen to CMF therapy ^ 

5. The Edition of nonspecific immunotherapy with BCG, had no 
discernable effect on disease-free survival. 

6 J Estrogen receptor &nd progesterone receptor measurement 
of the primary tumor provides prog^stic information on' 
recurrence and survival and are important parameters to be 
documented in all future adjuvant trials. 
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Legend* 



F£g. 1 Cumulative recurrence of 312 stage II breast * 
cancer patients stratified by estrogen receptor 
assay. Estrogen receptor positive (ER+) , n-234j 
estrogen receptor negative (ER~) , n-78. 

Fig. 2 , Cumulative recurrence of 312 stage II breast cancey 

> patiervts by treatment, Here all tamoxifen treated^ 

patier\ts are combined and compared with chemQ- 
# therapy only group (see text). C, n-lQl, CT and 

CTB, n-211'. * 

Fig. .3 Cumulative- recurrence of ER+ patients 4 with and without 
Tamoxifen' added to' therapy r C, n~76;Vl and CTB, 
n>-158. . ' > >■ 

Fig. A Cumulative recurrence of ER- patients, 

CT and CTB groups with antiestrogen therapy. 
* C/n-25; CT and CTBTn-53. ' 

Fig. 5 Cumulative recurrence of premenopaural^patients 1 
* stratified by estrogen receptor assay/ 
ER+/n-64; ER- , n~30. 

Fig. 6 Cumulative recurrence of postmenopausal patients 
stratified by estrogen receptor 1 assay. 
ER+ , n-170; ER- , n-48. 

Fig. 7^ Cumulative recurrence of ER+ postmenopausal patients' 
with and without added Tamoxifen. Quartile analysis 
shows significant delay in recurrence wit]i l anti- 
estrogen therapy (Table I) C, n-49,; CT/ and * 
CM , ^-121 ; j , 
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Legends , continued 

Fig. 8 Cumulative recurrence of 315 breast cancer 

-patients stratified by. nodal involvement following 
^ pathologic singing. 1-3 nodes , 4 n~14*h 4 Qr mora 
nodos, tv»166. 

Fig. 9 Cumulative re6uxr$nce* of ER+ patients with 1-3 positive 

axillary lymph nodes by trelftmont regimens. 

C, n-36; CT, n~4<^CTB, n-37.- 
Fig. 10 Cumulative recurrence of ER+ patients with 4 or more 

positive axillary lymph nodes by treatment regimens. 

CT and CTB combined Tamoxifen groups.. C, n~40; 

CT and CTB, n-§l. 
Fig. 11 Cumulative recurrence of ER+ patients with tumors 

greater than 3 cm. in, diameter treated with CMF or 

added Tamoxifen (CT an^f CTB), C, n*34 ; CT and CTB, 

n-66. ' ^ 

Fig. 12 Overall life table analysis of deaths strat^fie^/ 

by ER assay! Note worse prognosis for the ER negative 

patients (p-.OOOl). Both groups similarly treated 

(see text) ER+, n-234; ER- , n-78% 
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GROUP N 

s ... 


* QUAR^ILE 


(mo a) 


CMF 
TAMOXIFEN 
(mos) 


DEMY 
r Wirt « ^ 


VALUE 


ER+ # y 


1. ' 

2 : 


25.2 
$5.2 


'35.S 
>72 






ER+; 1-3 positive nodqs 


. , i 


V 

70.0 


66.2 


-3,8 


.99 


BR+: /i+ positive r>odG3 


i < 


21.2 

40 ;i 


. 30.3 
49.6 


.% , I 


>023 


ERJ •: tttmor diatimto* - ■ 
^ 3 cm. 


■ X 4! 

2 

V 


/ 21.1 
40.9 


30,8 
>72 


9.7. 
>31\2 


,00023 


ERK- premenopausal 


■ 1 


30,3 


39.1 


8. ft ;. 


.0095 


ER+ : poo tmenop^uenl 




24.2 
50.7 


35.3, 
. 71.4 


• 11,1 

20.7 ' 


rooae, , : 

<C .000001 



Computed- Cot a pn« tail test 

' * - ■ *' 

204 TABtK ^ ;?it^t Wpnd 4u4tti : U ?<ln -months} <tf 

J fun$fciptX tftPtfr* CMP And CMF + tamoxifen 

region*, 0«lay 4 is de*itv©d as 




SECOND PRIMARY TUMORS 



-5 



PATIENT 

C. 
A.C/ . 



C. 
A.C.' 
C.L. 
S.K. 
A. I.. 
J.J. 
M.M/ 4 * 
E.P\ 
M. R . 

s.s*. 

E.V. 
C.C 



TllMOP TYPK * " » fttAONOfitiS 

■••=. (months Ipostmastectomy) 


ORIGINAL PROTOCOL 
THERAPY 


ORIGINAL' 
.BR STATUS 


Lymphocytic l')nariphom^ «80 months 


CMF* 


Ijo active 


Chronic Leukemia • 72 months 


CMFT -f BCG - 


Negative 


Rectal C^rpinotn^ '.. 21 toOnths 


CMFT 


> Positive* 


Contralateral Breast *JH months • 


CMFT 


Negative 


♦Endometrial Carcinoma 60 taon iths 


CM?T 


Negative 


Lymphoma 46 months ^ 


CMF 


^Negative 


Lung Caroinoma 18 months 


CMFT* r 


Positive 


Contralateral Breast * 13 months 


• 

CMF 


£o$itAv«* 


Contralateral Breast months 


CMFT -f BCQ 


v Positive 


Contralateral Breast 54 months 


CMFT. . • 


i Positive 


Colon Carcinoma 14 months 


CMF " " * 


Positive 


Cervix Carcinoma 77 months 

• i i . ..» 


. CMFT 4- BCG : ' 


»jPo$iti*e 



l^ABLE XI 



Occurrjericik of *fcotfh# primary tutnots in 012 patients 
receiving adjuvant therapy following surgery for 
stage XX brA^ st 'cancer. - 
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mm RECEPTOR S ,r AH UPDATE ANQ APPLICATION 
The first established usefulness of alterations of human sex steroid homones 
In breast cancer was published by Beatson In 1896 (2). BoaUon did his first 
oophorectomy for disseminated breast cancer on" June 15, 1895 and noted that 
In one patient M al1 vestige of the previous cancerous disease had disappeared 
postoperatively at eight months". Thus, the hormone dependency of human breast 
cancer was established nearly a hundred years ago. It is now well known \hat 
one third of women with broast cancers will benefit following hormorfcl 
manipulation. "Estrogen and other hormones hatfe betfn Impllcatod In. the**' growth 
of breast cancer cells 1n humans and in experimental animal models. The source 
of estrogen 1n premenopausal women 1s primarily the ovary (Seo F1g. 1). However, 
following the menopause. (Fig, 2), convorslon of adrortal androgons by aromatlzatlon 
1n. several peripheral sites, notably fat and^muscfe, provides the, major source 
of circulating levels of estrone and estradiol. Endocrine therapy for advariced 
breast cancer can be ablative (oophorectomy, fl^POphysectomy, adrenalectomy) or 
addltrlve (progestins, androgens, estrogens). The Introduction of ant1*$trogen 
therapy (Nolvadex, tamoxifen citrate) has provided an Important advance 1n the, 
management of hormone-dependent breast cancer due to Us effectiveness and Its 
relative lack of side effects. Thus, hormonal control of significant numbers 
of. breast cancers are possible In advanced disease, but the use of these compounds 
1n early stages of the disease are not as yet well established, 

The Introduction of measurement of hormone receptors 1n- tumor specimens 
over the past decade provided a major advance 1n the selection of patients likely 
to have hormone dependent cancers. In 1971, Jensen (16) first reported on the 
usefulness of measuring estrogen receptors (ER)-1n tumor specimens for predicting 
the response to surgical adrenalectomy. Jensen's findings have been subsequently 
confirmed by many Investigators o*er the past decade* It 1s now well established 
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that approximately 60* of woman with advanced ER positive tumors will respond 
to ablative or additive endocrine treatments. In contrast* the rosponse In women 
with ER negative tumors 1s less than 1 101. It 1s clear, however, . that the presence 
of ER In a tumor does not guarantee, hortnone dependency of that tumor since 35 
to 40% of women with ER positive tumors do not respond to endocrine treatments. 
A possible explanation (23) may be that certain breast cancers retain the ability 
to bind estradiol* but may be unable to proceed with the subsequent steps of 
estrogen action, such as migration of the estrogen-estrogen receptor complex 
into the nucleus of cancer cells, with subsequent stimulation of mRN.A and 
Initiation of mltogenesls. Thus, certain breast cancers can have ostrogen 
receptors, but may be hormone Independent. 

Numerous studios over the past decade have' demonstrated the presence of 
other hormone receptors (such as progesterone and prolactin) In human breast 
cancer colls. It Is now known that the synthesis of progesterono receptor (PgR) 
Is a product of estrogen action on cells, I.e., It is .an estrogen dependent 
process. It would therefore be reasonable td assume that tumors containing 
both ER and PgR *a re more likely to* be hormone dependent than those containing 
ER alone. In fact, this assumption proved to b<* true (32). The presence of both 
honnone receptors In a tumor (ER and PgR) is a better predictor' of response to 
endocrine treatments. The likelihood of this response 1s approximately 76-80*, 
whereas It is only 60X for ER positive tumors. 

Hubay and colleagues (11-15) In their" long term clinical trial on women 
with Stage I and II operable breast cancer have shown that womon^wlth breast 
neoplasms having estrogen receptors have a significantly longer disoaso^frec 
survival and, overall total survival than those women whose tumors lacked estrogen 
receptors. More recently, analysl s* of the PgR data In these patients revealed 
that the PgR level 1n the primary tumor ,1s an Important predictor of disease 
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free Survival (4) J It should be- emphasized that human breast .cancer appears 1 
to be noy^VP orVtMng" ,£ondJt1 on but a spectrum of d1s*ase\ Thus, because 
of the Important thcrajeutlc and prognostic Implications of the. receptor status, 
biochemical measurements of receptors should be performed for every patient wtth 
a primary breast cancer and for any patient with, recurrent disease where 
ttimor-bippsy assay Is feaslbflc. 

Although the biochemical measurements of receptors are technically demanding, 
Oxloy (30) has recently reviewed the analytic accuracy of breast cancer estrogen 
and progesterone receptor assays using varjous laboratories and found a 90-95X 
concurrence, McCarty (20) compared hlstochcmical methods for* ER localization 
and puantitatlon with established biochemical methods. It was noted that the " 
predictive value for dinlcal ^response was- highest In the biochemical assay and 
concluded* that hlstpchemical assays do not correlate accurately with clinical 
response. 

MATERIAL - AND METHOD^ 

Beginning In ,1974, we began a* prospective randomized, multl -Institutional 
Clinical trial to study % effect of adjuvant therapy on surgically treated 
Stage U breast cancer patients. Chemotherapy (CMF), antlcstrogcn thorap^' 
(Nolvadex) and Bacillus Calmette-Guerin (BCG) Immunotherapy were uti 1 1^d In 
the' trial/ This was the first study 1n which patient stratification was teased 
on the presence or absence of estrogen receptors In the primary tumors. The details 
of this clinical treatment program have been previously pu6l Ished (11-15) along^ 
with t^flve and six year results (15,31). 

In this study which concluded 1n 1979, long-term follow-up has shown that 
the addition of Nolvadex to CMF adjuvant therapx significantly delayed recurrence 
1n Stage II patients particularly those with positive estrogen receptors regardless 

0 

of menopausal status. This delay In recurrence was more pronounced in ER+ patients 
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with 4 or moro positive nodes and ER+ patient* who are postmenopausal, Ovtrall 

survival was highly significantly prolonged 1n CR+ patients whan compared to 

*.* 

Eft- patients. , A recent analysis; of a subset of these patients (N*18Sf) by Clarli, 

o 

frt al (4). demonstrated improved recurrence-free survival and total survival 

o 

when progesterone receptor levels were elevated. 

In addition to the 3H Stage 1| breast cancer pat tents entered 1n this ran- 
domized trial, 507 Stage U node negative patients who were treated solely by 
modlfleJl radical mastectomy were simlHarly followed*. Estrogen roceptor essays 
of the primary ^tumors of these patients were perforroeV In one laboratory 
(Wm. U McGuIre) to Insure uniformly, of -, measurements. Recurrence, survival 
and clinical data was collected for \We patients, Crowe (9 V 10) has recently 
published findings (with a median follow-up of 51 mdnths) for the Stage 1 patients 
and has po1ntod*out the pr&gnostlq Importance of BR levels 1n this group. 

The recurrence-free 'survival distributions obtained by the Kaplan~Me1r 
product limit method for 50/ Stage I patients up to 84 months show a significant 
difference 1n recurrence between the ER+ and ER- groups (fig 3), with the latter 
recurring at an Increased r^te. There are no differences 1n patient clinical 
characteristics between the two groups. Figure A shows the recurrqnee^ffee 
survival distribution of two grqV>$ of Stage I patients; the first group are 
tjiose patients with tumor* greater|t n ^ n 2 om 1n diameter and the Second group ' 
are those with tuwnjMoss than 2 cm In diameter, A comparison of the disease-free 

survival distributions 4f these patients falls to show a significant difference, 

; 

probably duo to the overriding effect o1^ absent nodal Involvement. The 

1 

recurrence- free survival distributions of the premenopausal ER+ and ER- patients 
(F1g. 5) are 'very simlliar. This may reflect continued estrogen effect 1n this 
group. On the' other hand , : the recurrence-free distribution rOf postmenopausal 
ER+ and ER- patients (Fig. 6) reveal a marked increase in recurrence for the 
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ER- group. Mgurt 7 depict* tht 9 nil gyrylvfl distributions of the ER* and 
ER- Stage I patients up to 84 months. Note the 90* survival for ER+ patients. 

From those data, wo. have concluded that 1^ Stage 1 breast t cancer, total 
mastectomy and axillary dissection 1s an effective form of thorapy and that 
estrogen roceptor measurement 1$ htlpful 1n providing prognostic Information* 
1n subsots of this group. Furthermore, hormone receptor measurement may be 
of help In the design of further therapy for those patients showing earlier 
recurrence patterns* 

From our observations in Stage H patlonts whore recurrence seemed to acccl- 
orate following cessation (at 12 months) of adjuvant Nolvadex therapy, wo post- 
ulated that more 'prolonged antlostrogon treatment might- be of furthor benefit. 
To test this hypothesis, adjuvant Nolvadex treatment was extended to 36 months 
for all ER^ patlonts. , „ * 

Our Beta ttftal ou nod In Figs. 8,9*10 was undertaken for^oth ER+ and 
ER- pro and .postmenopausal Stage II- 1 1 1 patients. Since threo flrug^ chemotherapy 
(CMF) seemed to be of little benefit for the prjpvious*ly studied ER- groups, 1t 
seemed reasonable to t sw1tch to the more effective 5-drug (COTVP) Chemotherapy, 
CMFVP has been shown by Cooper (8) and Knight* ot al (18) to bo\moro effective 
therapy for node positive patients. The latter l s prospective raXtionrirod trial 
comparing CMFVP and l-Pam, showecf clear-cut advantage for the iwro 1ntons1vc 
5-drug regimen, ' . " ' . j 

Weiss, et al (36) have recently reported results Of the CALGti study comparing 
CMF vs 5-drug KMFVP) therapy 1n comparable groups of breast cancer patients 
with more than 3 Involved axillary lymph nodes. Here, CMFVP was significantly 
superior to CMF treatment, Tho toxicity and side effects were noted to be tole- 
rable and nearly Identical to CMF. Unfortunately, knowledge of hormone receptor 
status Is not available for these patients. 

The Beta clinical trial Is aS» yet new and has smallf numbers of patients 
(Table I), /\s seen in Fig. 8, premenopausal women ha viry^ ER+ tumors underwent 
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surgical oopnorectotay following modified radical mastectomy. Thoy Were then 
randomized to Nolvadex (ZQ^mg^ bid) for 3 years (0+T) or 5-drug chemotherapy 
for ono year post operative along with Nolvadex (20 mg bid) dally for one yea/ 
and then Nolvadex (20 mg bld)^ alone for two subsequent year* (O+T+50), Tho ER+ 
postmenopausal patients (F1g* 9), were ti&t subjected to any further surgery 

following mastectomy, but similarly randomized to Nolvadex alono for three years 

> 

(T) or to the combined endocrine-chemotherapy (T+5J}) as outlined, The ER- patients 
(Fig. 10), both pro and postmenopausal,* received one year of adjuvant 5-drug 
chemotherapy. 

All patients wore followed and had physical examinations ^^spoGiflod 
Intervals. Participating patients received follow-up mammography, chest x-rays 
and bono scans at yearly Intervals, 1n an attempt to' detect both clinical and 
occult recurrence. If clinical recurrence was suspocted»or detected at anytime, 
appropriate x-rays cfr scans, along with biochemical testing was Initiated. 

Results' to March 1984 for this clinical trial (Beta') arc shown 1n Figs. 
11 to 15. Tho ^investigators emphasize that tho results are preliminary. Figure 

11 compares oophorectomy and Nolvadex (0+T) , therapy with combined chomo-cndocHne 
treatment (0T+5D) 1n promonopausel patients. As Is^seon, ono. of eighteen 0+T 
patients has recurred to date. That recurrence at* 41 months, which was five 
months following cessation of Nolvadex treatment, reinforces our observation 
that recurrence Accelerated 1n the Alpha study when Nolvadex was withheld following 

12 months therapy. Owing to tho small number of patients and short followup, 
the value of addition of chemotherapy cannot be evaluated at the present time. 

Comparison of recurrence between ^lpha and Beta ER+ premeno^usal patients 
1s shown in F1g, 1?. Oophorectomy plus Nolvadex patients, with or without chemo- 
therapy, appear to have delayed recurrence. Figure 13 shows comparison of Nolvadex 
alone (T) and Nol vadcx+5-drug (T+5) therapy in postmenopausal patients. Larger 
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number of ..patients In each group lend credence to findings to date that the 
addition of chemotherapy delays recurrence, although this difference 1* not as 

it ' t 

yet significant, t 

Figure 14 depicts the recurrence distributions for ajM ER+ patients. Larger 
numbers (SO ys 48) of patient^ appears ,to demonstrate that» at the present follow- 
up, the evidence for , additional S-drug chemotherapy bolng helpful 1$ not 
overwhelming. Figure 15 .compares cumul atlve recurrence distribution for botlj 
ER- and ER+ Stage II patients. No significant difference 1s noted between groups 
In marked contrast with Alpha patients^ This may suggest therefore, that 
chemotherapy with 5-drugs appears to bo helpful 1n delaying recurrence 1n ER* 
patients. Total numbers are as yet small and careful, prolonged follow-up H 
needed before any solid conclusions can be made. 

ojsgjsiioii 

Endocrine treatment was the first systemic adjuvant therapy tp bo used In 
women with operable breast cancer, The aim was to Improve d1 sease-:f reo survival 
in such patients. The first prospective randomized studies utilized radiation 
castration by Cole and her colleagues. (6,7) 1n Manchester, England. r Ovar1ar\ 
Irradiation resulted 1n an Increase In disease-free survival In both Stage 1 
and II breast cancer. Crude survival was also Increased, Unfortunately, estrogen 
receptors were not being measured at the time of hor Study,. 

Nissen-Meyer of Norway (28) had previously studied a highly selected group 
of premenopausal woman with, breast cancer and showed that disease-free survival 
Jn^tho casjtra-t^ women was significantly longer than women not similarly castrated, 
In a 197$- update on tho randomized prophylactic ovarian Irradiation groups (29) » 
he showed significantly prolonged disease free survival, 1.0,, delayed recurrence,. 
Crude survival differences, howover, though* si Ightly benefiting tjie Irrradlatcd 
groups in Stage I and Stage II disease, were not statistically significant 
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at 15 year* follow-up, 

MeaMn and coworkers U4i25,g0) combine^ radiation castration and long-term 
prednisone therapy to suppress adrenal hormone secretion. Follow-up at 10 years 
showed an advantage for both disease-free survival and J&taJ. survival 1n the 
combined group. Surgical ablHiv* therapy of ovarian function was similarly 
wtudlod by Ravdln, et^al (35). In this controlled prospective randomized clinical 
trial > they failed to demonstrate that prophylactic oophorectomy was beneficial 
for disease-free survival or total survival during the first 3$ months, postop- 
eratively. Follow-up of these patients was too short* however, .to demonstrate 
effectiveness* More recently, Bryant and Voir (3) reported tha^t surgical cas^ 
tration significantly Improved both disease-free and total survival In/ Stage 
I end H breast cancer after 10 years of follow-up. Thus, It seems that ovarian 
ablation, by providing estrogen deprivation 1n premenopausal women with operable 
breast cancer, can result In significantly prolonged disease free survival* 
Discriminant selection of patients by receptor a^ysis, however, Is mandatory. 

The antlostrogqn drugs, Nafoxidlnc an<( Nolvadex, haye boon shown to Influence 
favorably, the therapy of metastatic or, Stage .IV b/oast cancer patients 
(21 ,27, 32.33, 34). With the advent of such'^ew therapies, the number of clinical 
trials have mushroomed* Although final results are a$ yet pending 1n most> the 
use of ant tcstrogenf have boon enthusiastically embraced and are widespread 1n 
clinical practice. 

In our studies, extensive use has been made of both estrogen and progesterone 
receptor measurement not only for choice of treatment but also for providing 
prognostic information. Endocrlno adjuvant treatment for ER+ breast cancers, 
both In pre and postmenopausal women has becij shown to be effective and worthwhile, 
Clark, et al (4) have recently presented evidence that not only did the presence, 
but the absolute 0 level of progesterone receptors in breast cancer tissue, are 
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poworful predictors of di sease-freo jurvtval *(F1g> 16 ,17), whereas Tfcvels of 
estrogen receptors appear ley so (H$ 18), It 1s. Imperative, however, that 
whenever possible, both estrogen and progesterone receptors bo measured quantl-* 
' Utlvoly on tumor ,t1ssue from all breast cartcor patients. 

The authors emphasize triat early dotoctlon and therapy of breast cancer 
offers the best chancy of "cure*. We believe that in Stage I patients (earlier 
disease), until matched or proven otherwise, modified radical mastectomy remains 
the mainstay of present day therapy, For Stago H patients, $1m1ltir surgery 
and endocrine-chemotherapy regimens 1n combination or sequence offer the greatest 
promise of long-term survival. Although the Correlation of estrogen receptors 
and the response rate to cytotoxic chemothorapy 1n metastatic breast cancer 1s 
as' yet* conflicting (1,5,17,19,), more recent data Indicate that ER+ Stage IV 
breast cancer pa.t1ents rosponiTet least as well to chemotherapy. However, Jjocause 
of the relative lack of toxicity ,1n endocrine therapy, an Initial trial of hormone 
therapy should be attempted first -1n these patients^ 

In all clinical trials, therapeutic strategy should encompass hormone 
receptors, as wo\l a$ the numbor of involved nodes.. He support Meakin (26) who 
suggests that in future studies Investigators "must examine the role of adjuvant 
hormonal therapy, both as a complement to and as an alternative to adjuvant 
chemothorapy in patients with positive steroid receptors and Involved nodes. 
We urge al 1 ' surgeons , whenever possible, to enter breast cancer patlonts 1n well 
designed clinical trials. Only by such cooperative endeavors can progress be 
made against this devastating affliction. 
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1. Mormon* receptor assays in breast cancer titsua are useful markers for 
prediction of hormone sensitivity of thfe tumor. 

2. In Stage I U breast cancer, receptor assay ha? prognostic value for 
ditoase-free afid total survival, 

3. Endocrine adjuvant tre^mont for istrogenlreceptor positive breast cancers 
* * In both pre and postmon6^)sa1 women has been shown to be effective. 

i 

A,. Whenever possible, both estrogen*and progesterone receptors should be measured 
on tumor tissue from all breast carreer patten^, - 
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Fig. 1. Sources of estrogen In premenopausal woiflen. "Reproduced from Stoll 

(1969) by permission of the Publisher/ 
Fig, 2« Adrenal source of- estrogen 1n postmenopausal women, 
F1g,' 3- Recurrence-fret survival dlstrlEutlons of ER+ (> 3 frools.) and ER~ 

,(<3 fmols.) Stage I breast cancer patients^ 
F1g. 4. Recurrence- froo survival distributions of Stage I hreast cancer patients 

with primary tumors greator and loss than 2 cm 1n diameter. 
F1g. 5. Disease-free rocurroncc distributions of Stage I premenopausal patients 

with breast cancer by estrogon receptor measurement* 
F1g. 6. D1soase-froo recurrence distributions of Stago I postmenopausal patients 

with breast cancer by receptor measurement- 
fig. 7. Survival dlstrlubtlons of ER+ and ER- St$ge I breast' cancer patients. 
Fig. 8. Schema of fleta protocol for Stage II £R+ premenopausal breast cancer 

patients. ♦ 
Fig. 9. Schema of Beta protpcol for Sta&e II ER+ postmenopausal |)roast 

cancer patients. 

F1g. 10. Schema of Beta protocol for all Stage ITER- breast cancer patlohts- 

similar therapy for both pre and postmenopausal patients. 
F1g. 11. Recurrence distributions of ER+ premenopausal S£ago II -breast cancer 

pattonts. OT vs. OT+5 drug. 
F1g. 12. Comparison of recurrence distributions of ER+ premenopausal Stage 

II patients between Alpha and Beta Studies. 
F1g> 13* Recurrence distributions of ER+ postmenopausal patients, T vs T+5- drug, 
F1g. 14. Recurrence distributions for all ER+ Stage H breast cancer patients. 

T vs T+5-drug. 
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Fig, 15. Recurrence^ distributions for at! ER+ and ER- Stage U breast cancer 
* x 
patlonti. # * * 

Fig. 16. DHoase-fre* survival curves compared with Estrogen Receptor and ^ „ 

Progesterone Receptor status. From Clark et »U Eng. 0, Med. 309: 

V 

1903 * by permlsslon. 
Flg. 17. Disease-froe survival curves compared with Progesterone-Receptor levels 

From Clark et aj N. Eng, J, Med. 309: 1983 - by permission. 
F1g. 18. Disease-free survival curves compared with Estrogen-Receptor levels. 

From Clark ot «1 N.Eng. 0. Med. 309: 1983 - by permission, 

TABLE I 

Stroma ry to March 1, 1984 of Beta protocol patients (See Text) 
R-rocurred D-d1od Mi-died - of myocardial Infarction prior to recurrence 
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APPENDIX 8 



June ?6, IW 



To: , Subcoiumitt .oc on Meal th . and^ Aging - jleport on^ BrousJjM^aiicor 



Silica this is basically a report on breast cancer, I will not spend a 
great deal of time on the general cancer infection,. In man . 

Carte or is now known to bo an inactions disease, a, coneopt now universally 
accepted. The Infectious agentiBmost r<*ont.ly characterized nro^cnlletl 
"viruses." However, In newer ' cone opt 9 of microbiology, it is also • -* 
known that "viruso*" fan bo UNA, RNA or both boquonuos derived from' 
bacterial fragments. Since breast cancer, Chen, is a known in foot ion * 
to be as yet a fully identified infectious agent, then tho concept of 
breast cancer wpn as all cancers, must bo reevaluated. When the 
specific infectious sequences nro identified, then their^ source must bo . 
militated. 

* * 
Whether the Infectious fragments ovotvc as u result of super- infect ion 
from external human and animal sources, or whether they emerge From 
resting endogenous precursors duo to carcinogenic exposure, requires 
specific evaluation. There Is some ovidonce that tho external carcinogens 
cw*se emergence of the endogenous cellular agents which net together to 
produce neoplastic transformation . 

Surgical removal of tumors can often be very useful, providing they are 
surgically accessftvo and not destructive of vital organs. Removal of 
tumors can provide a T debulking effect which m^kos Che neoplastic tissuo 
more accessible to the action of antibodies. However, to state that a 
■cure is affected by '^getting it all," i£ nonsensical sincti the enncor 
disease is much more t)uni ft local tumor; it is a generalized system la 
cancer condition consisting of a specific infection with marked lowering 
of immunity., It Is well to build up the rosHumco of the individual 
patient before surgery. Resistance can bfi enhanced by dletn**y factors. 
«mil}i as the use of the retinoids and cnrotJnoids, i am tho first to have 
d^Ko^vt md that ubscisic acid^ a retinolc acid related to tho carotlnoids, 
has aTkenef icinl effect on restricting tho spread of cancer. Also, tho 
*.ffuct of char i ©gonadotropic hormone on all tumors is now being explored. 
1 ;im, in addition, the first person to demonstrate that \)\o microbe, 
Progenitor fcryptocldos, produces a form of choriogonadotropin . This 
hormone is essential to tho evolvcment of tho neoplastic stato, 

* ibis subje^Uls too lengthy to go Into detail nt this time; however, it 
might be mciftJoned that the hormones in breast cancer are vitally lnvolvod< 
lor instance, prolactin, the hormone essential for the stimulation of 
nnlk production is present in nil lacUting mammals, both in animals and 
man. It is wise for the woman who has breast cancer to avoid the uso of 
milk products since there Is a heavy prodnotion of prelnctin in tho 
hu rating cow, Also, there are other growth hormonos involved in. tho 

> ~ ■ 
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3libi;"«vaf lleo »n Health ft A^iug 

V 

rapid fiiOKth of young calves that Arv inappropriate for use in iho pat loot 
with noopl nst a . 4 \} 

The subject of* broaat canetir i» very attentive. Thuro are a number 
of Unda of btee?>t c^lnc<^it^. 1*ho simplest ert^ small nodulo* developing 
after fibrocystic mastitis, h benign disease of the bronat, Thl* disease 
* * readily controlled by appropriate w«y«5Urc3j and remove*" Kh£ prodromal rancor 
state. Tho simpler cancers, which'argi-smnl Panel t?my be fontpvOu by a 
1 u/npe c t omy , can bcr control lod by appropriate immunotherapy or aurgory, 
^ plus t im+teJ. rndlat ion K However, lf\<livnaYy and Immunotherapy measures 
an? notVombinod wit^h simple, r-emoval/in tliG absence of positive nodes, 
then the Future control of the lt»caT turner is nor assured. Some forms 
of breast cancer «re extremoly vir^lo^nt from the boglnnlnK. One * 
notable type* is tnf lnuvnatory cancer, even If this in recognised early 
in the course of the dlsoaao^^iMs not controlled by surgery, so that 
even flfidinji a lump and roWving U i* not • appl leublo to some form* 
of u.pcor. 

In general, tliore arc prevent ivo cancer measures cousin-ting of Bad Hub 
talwcttc Cumin (BCC) administration In *ol>d tumors us well as- 
leukemia. Dr. Sol Hoy Rosenthal, Professor of Preventive Medicine at tho 
University of Illinois reports use of BUG On RS.000 chi lihw prior to 
IO;; which resulted in markedly reduced cancer incidence in those up 
to \2 year* of age. (JAMA, 1972, V2?2, it, 5A$) (n the Bulletin of 
the rastour Institute (1DR3, VB3, p. SS-8J-), 7A\ of the individuals BtX 
immunised rnmainod cancor free for twenty years. 

Pr. Anthony St rolknuskas , A6^ociato Professor of Pediatric* at tho ^jfc 
Mod it a 1 Un Ivors Uy of South Carolina, has t! omentum ted that a number 
patients treated at the Uv mgston-tfhce lcr Clinic showed unusually high 
antibodies, not only in breast cancer, but in many other enncors. In 
your possesion U the letter to this oTfvct from Dr. Strelknuskns, 
A t emhinat ion ,of BCG and a vaccina made from Progenitor Cryp.tocldcs could 
bf universally adopted for prevention. Not only can monoclonal *unt i bodies 
he produced, but their presence ts n .fluid^to the progress of Created patient 3. 
Or, St relkauNkas I* willing to como Ditforcfch% Committee on lliis subject. 

Mnce the uso of chomothornpy is practically ineffectual "in tho treatment 
ol -breast earner in regard to longevity, the use of mojioc lone 1 antibodies 
;ifti*r the disease has enipred as well as oxtonsive^iso of immunotherapy 
is strongly indicated. 

These statements are preliminary, vory brief nnd not, sufficiently compre- 
hensive to give mora thfto a superficial viow of tlio subject, This entire 
problem of not only brerist cancer, but of all canters is $ matter' to be v 
discun<;«cl in grortt detail as soon as feasible. these statements arc submitted 
Jiiiihe hope that sufficient mtcivsl will ho aroused to corttimiO further 
invr-tt ig.it ton in depth. Our *ork in these arras mmtioned is T>asoo>on 
• ol id resronh of many ^oars dpratiou. 



Rc r pei.; fully submitted, 

/■ " i. ,7. • K * • • /U n 

Virginia C. I ivinffston Mieclrr, M.l), 
< nc 1 enures 
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(0%A VAl.t.fcY COM, 1U^jjCV^COLLl£GI; DISVr.iCT 

AQMwpsinM'vt ot/^S JK» r r .«.». si iu bit M*,*wrt»,v» no«*h m«o.*mmm n.j 



June 14, 1904 



Dr. Vlrgl»i* Uvlng*ton~Uhe*ler 
Kvljig>ion-Uh*«l*t Foundation tor Reeearch 

of Cancer, and filled IHaeaaoa 
3 2") 2 Dufce Street ' ^ 

San Dtego. CA 921 U) 

Dear Dr. Virginia* 



to J984 



4* 



l «i% a to*tHmlty collage preelddllt an* lout tvjtflf* to bre*at qancVr three rwntha Ago* 
K*e«ntly *y family phyaiclan, Dr, Axel (Ted* ^Lijnd, told »• of your wotk *hd 1 h«v« now 
ccad Conn u* at »f Cancer, * fey oi your oarlter fltpeTa On this eubjoct, and even 
happcnVd i5T8«V»tt"?" tov« t«lvvl»Un T Rgpmrkablo, .luce I thought I'd .vof^arched 
*tho wMeifront looking fo,* ouch, cancer »*^rl«lihUe w/ wife w*J alive, yet never 
one* mm acroaa yout naj*e* TJU bring* <J r>at£heu»bjcct of ^ l«««r* 

Among tin »*oA rxTipe^rttW proble**V dealing with cancer U tho dearth of knowledge 
.wat labia to the lay pefaon about viable alternative cur#i. The typical information 
through th* r*j)ccr Institute*, with lew exception!*, U vorthioe* and vat? often nut- 
d*i«d, geared lo »ewei*aper-l*v«l intellect. Media eovernge of "wonder c«rM M are* > 
<l»*rk D ry In thenae'lve*', and a ahnw of . 1 1 ro.npn, a tble reporting, Worw. tho hilling 
effect* on Awerlcanfl unaffected by thle dllpaw U npwnit<Hu. .Ml.othor or not your ^ 
pat tlculai r«ac*rch would have helped lay wife, nr whether the would hava even 
conaldorod attending yopr clinic. It boaide the poKu. To the inf u rising "V-ne 
la tbat - after apemltng considerable t tme thea* p*et throe yeare in sonrching, 
writing, and phoning vaflou* sourcei - 1 Jid not even Un*v Of your worV* ^ 

In up** way, rd like to , be atle to holp chango th#t for olhur l*y pooplo. «. 
nlmllrtrly afflicted ihoutd «b least hnv« the knowledge of what your Htaff It doing, 
Ulth your p.tmlaftlon, 1 Would like to vlelt with you ot your clinic. I need to bo In 
c*llfornU for a coi,fereut«, and could probably be In J5ad Olegp for a few home, 
during the mat week of Wy v 1 would llko to explore the* poaolbl ll#|^3i living you 
dtacuaa yoiir wlhflda, f iiutlnga /and dhatovttr, with an audience of lowane^hrough *n^ 
int^raiato trlcnetwork vyateai available at community college alte^ In our atate. I m 
wuro Uicre are rnnny whji woild take n#t4^jfj»ur wor*. an<f,you wpul^'X evpn' have to 
lo.^v* Sail Ulego. I wf^V>frne your of flcTT probably on'^tul coof lr^o^ hoot, 
which "il«ht bo convenient 'CT^you* 

Wlablng you every uucceaa, j 





J^hn 



.UlVld • \ 

HiSV.oniilCfiMMUNirvCOHlOf - C^rONHNUING VOUCAHOM * MAHSHAl I TOWN COMMUNIlY COl Lf GE 



2fe8 -\ 



.... ... <~ 

. 4-;^«-.„ ^>-^ r\\s~? i.^y.^ 
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121) 



Mil.f.rt> AMI CIUX'KSS 

Virginia W C K v Ul«tN»»J*. 



Appl No 

IlvlJi.d U S Ap|illralliin PaU 
Cr.M.,vi4i*« n inptM of S«« No JVV.)JO, (Jj 
IV?I. w-h-fh it a tontiiuuiinn in p*ri of Si 
*?. M, t». Ocl J I , IVJO, »U*»4.ti»fU } «-tm' 
< r.ni.pJ^Kon in p4ii of Sir No *il,9r3 June 10. 
I9tv r>l No >, < /6X,24V, which »v 4 
,,nM. u ,i,OAibp^l of S««. No *?tpi 27. 

iV6> 



1511 



hit (TV 



hm Ma) IK, 1 V70 



U.IK 

4M/W7 




oniCR rynuCA'i ion's 

riic M*i<V ImK'n. Kih tfd , KUrcl A Co . Inc . I9M % 
I7|l, 



414/317 



,4rj..f«f), /fyfii, -C'*"^**.' 0 ^ $4l>ol 

|$7) A US J K ACT 

T.ihl*t» of »I«C»m< *cid u raii«rl mc lAcd »o lu*l, 
a »u;iinii\ def»t »cnc) JlmiMC arid »ft n»*i». *nfcii*t 

and the uvun vpcftei. 

14 Ctalini, N* 1 Drj^lrtf;* 
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VMTKD STATUS PATKNT OITIlK 

. CKHT1FICATE OK COHKI^CrfON 

Vt i^inici W-C Livingston 
IrtV'frMof (s) s . . ......... 

H U .ftilifiwJ i»'ft ttior »pj.rnTii in IV* /iK(>V(t « I dent If led i»*UmU 
that **1d UUnic rMont'*rt? Wcl.y r.orH-cl*d *b*«n boJow: 

Tn tb<> patent, hcidlng. Hum 163), Related U.S. fcpp) icnt Ion 
l>ala, )in« 4,. cancel "831,982" and insert Ihcrofor -031,905--. 

* In Iho patent heading Horn I G 3) , <to>AL«d U.S. Applicat ion 
t> ul a, Una 5, cancel M ^t, No. ^,7G8,249" *nd insert therefor 
abandoned - - . 

In th« patent heading, item |G31, T^«tG<l U : S. Application 
r , fl i dj lino 7, bf?tw»4n "1965 M And thq period. Insert 
, abandoned 

Signed, .ind Scaled tin's 
J) ay of October 1 y 77 

in ki:i i f f i'vkkkr 
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AIIS( IMC A< II) TAlU.1. TS AND PROCESS 
PM'KOKOUNO OF THC INVCMION 
Thii U a < M>Jin«i \M«.r> In n;i*l npplicaiiort yf Copend 
mj .pflM'aiion Set. No 295.720. Tiled CM 6. 1972 
«*h««.n ti * ton | in unison tnpaM yf copending «ppllc*< 
lion St i No *2,H06, Med on Oct. 21, J 9 70, now aban- 
doriMJ, which I j a ecnllnualion in parl application of. 



' 3,958,025 

2 

SKIN KfiACHQNS&l OHM-A PIGS IMMl M/ L 0 
Willi CRMKiCipl'S. liCG, AND KUt OPLAVMA 
IIOMIMS TO MUOflAClERtAl PlWHiO 
I'ROltlN OlIUVAMVf-S (PPD) 



Thli wa* nn experiment io determine how guinea pip* 
Immunised ag*tni) cv)|*ma1dcs. UCG, Tumor llnnmge* 
ufttcj, line} Mjcopbuna huniinu vouUJ react lo inua. 
d<UmM lUn uvii with purified prpicln derivative* dc- 



«nd copending uilh application No. &3t.9<:J, '0 fixed fiom >U diffeicpl riljcotaclelial Miaint. Forty. 

' • - - ■ » ' lVk0 ^h|»o female cumey pip weighing from HH) - 

gratm each were diMrib*ivd In ginunaof ii* into ,^vcn 
cage*, E*cli g'oup received fiom 0.15 to 0 1 ml ot 
immunising antigen rvcij* Ihrce <ktyv doM:* w<r< 
U ci'Un lnlupcrilOne*ll) to all but those animals rvreiv- 
' mg live PC.'Gi which wax ydnitnlstciod on!) once* 



fllcdon Jvm* 10. l9$9, oomt U 5 Pal. 3.76$,<M9, which 
ii » (onlmualion in part application of, And u»s to- 
p**ld»ng with, Application Sei- No, 490,629, filed on 
Sept 27, 1965, 

OLSv.RlPTlON OF IHE'IKVKNTION 
Tbiv intention Involves * method of treating A vita- 
min drill tency of abveitic *cid in mao. animal) «nd the 
«vUn %jj«<t<}. Tho prpc«\t include adinlnhlailng to 



PROCfcPURE 

...... ,,,^.v, ,„ . ~ m The Immunizing antigen* were: I. Coincide! In 

the min, animal or avian ipecici a composition com- 70 fornialjnhcd pooled "Wood cultures, H OiploricJei in # 

the German v»cc«ne, .from vailoui mUeo lumor bo- 
mOgeiiaic*, III phenolized Mycopldima hqmlnii. eul- 
luted from » fieillly i\ol3tfcd ^cnlisd 5li>ln: s»nd IV. 
UC?0 xttenufttfd bovine tijbcrcle bacilli, l)Ophilij«d 
orpnium Conuol pnlmali iccclved no imm\jni;>iilon. 

Afier * rcM period of one wrck following immuniza- 
tion, |ht JuintJi pifcx %vere ihaved on both i»dc>, »nd 
InVtAdrrmal iklo leui v.«rc pci formed with 25 onlu 
(0 0005 mem per 0 I ml.) of PPPi derived from cU' 
JO djl^icnl iirains of myeoKaclcrlji, » sg$peiiA}n in 0 5* 
phenol oj 1** phenol killed cr)ploctdciAUM^rTH The 
on(in\tU wote examined fot an) >Vln f c ictf#^fcc\ elop- 
ing within 14 to houri Ti\t lesulu aic |Vwn»*d 'f^ 
(he included tabic 

The iimilar ikln rcMcliom ibown b> piinej pip im- 
munijed by cryplocide^ *)imii». MyeopLumu hi mil nil. 
t*ndl BCO tubeicle hacllli to the \«rinuv rin cobble rial 



piiiinr abveiile »»Id and a carrier, The *b\cMc acid h 
*dmirti«lcred to the man, unimal or avian ^pcclck in ah 
*m'iuri from lOmcq to almol 20 mf. ncr \t£ of body 
\* ci^hl por day Thlv Invention al&o involve* the compo- 
\imjn io«u»nlnjj ih^^b%el\lc add and c airier. 

Evidence fur the eilologital relatiomhip of ftrorenl- 
tof crjplociUci to ncopla&llc disease hai been docu- 
mented o^cr v p^liod of year*, tu cultural proper|ie», 
MA*ninf char4t'»«rUtiC$. «n<> niorphblo£y have been 
full) dc\ctibcd lu flheiabl^ fcodie* have b«en me* 
vuicd by election microscope Knd fnu.nd similar in $l?e 
id tome miuvcv The pathology produced in experimen- 
tal anlmah hAi bten rcpoiied M hai »\\o butn domon- 
iimird in fieih blood x#iinplc| examined diikfield 
4«nd \\h*\z inter o\copy More irccnlly, immunological 
siudici in £U«nc» pigs, have \ho^n crott rcictlvily with 
Af intrK.utoMi In addition the pi6duclion by f cryp* 
lacitlei in \ tiro of a pjuatiointona Of analogue of human 
chorionic gonadotropin ix d^sxribed. lis identification 

by bioiminvinolngicil and ladioimmunuiiuAy meihodi 40 bacteria, and Myt opb\nia hontinii 
h»% bfin eiiabhsbed. T* ,c °CG Imniuqued jpulnei plpi gave alightly MiOh- 

gcr react iun* to the mycobacteria PPD ih^ln to the 
cr>plocldej Kus.pen\ion However, this vjj a luspcniion 
of ^hole bacteria ynd pmductv mllict ihitn h puiified 
4 $ pioteln 
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PPDi and crv/ploeide*. demonMiuie antigen *hjfing 
and inter rtbtionihip between crypiocldcf, the Myco 



SKIN TtiT hLAC'ftON" 

/ or goinca rms Arttn t r. 

immvnuation Mini ca\ftocioL). hco. akd m hominu 
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flasVs t iu nil* 
j-ihk) imbidil} ' 



i...U l Miv* l--.lt— n »!•»» v " 

tf.»\v hi ill tt«. Cl,-Wl)» |U...I...V.i 

,, Hnj ,a 3 l»« 4 Mil" timt of n»^i».»«m t 

<<ill prudurihrn has M.il kvn iMaMi^'d H.'Wvmi. 
huK ('CM K dcucivd Ivfwe lb* m»tli oHiuoha- 
lion. 

in iMit.nw.n of nv cx;m 

IV cnlirr culture media. mpiflUntv m»d br»4h tu« 
inidiM to pH 4.5 - 5.0 by tt.c mltlllkm of d.i«al 
aCOlfc avid 175-100 ml per 10 litcu). Next* M\lume> 
or 40 liters of q.V. ufdtnpc are added to the 10 liter 



j, ii. .it.v i» >v pi.imuti t.» piiMimv rru f»"*« m\|ho 

inKv KvK hm-J a* a NKiiul.iid h'*i*»| im iUim! 

1-kck.cmiok cm nocmrs \\ a ruouucr.K 

Of AN ANAllOUMONF. OR PAR AHOUMONE: 

CHORIONIC (.ONADOIRQI'lN IN VII RO 
Oh. 1i»"C fictions ohlairiyo' from Ivinini isolaly* off . 
u>nl.n.ideslili\tj hiin p»«-VM»4v») dv-M-Mhcd.^Coltvnv* 
P imuli'nKr* i^H^n in the daA lit loom lumper*- 
lui« )kW a ilafi, ltd hirmn maUrial when eiliaCU-d 
*«lh a mixture of n buliinnl. fclacM pt otic acid and 
uj» C r RnUivh nbi<\. o^y iAi»luc and wMl* a^tab 
v.t.i« oWived Similar material w;is i\buincd. A typi- 
cal > if Id fmni I M> ml urine %amplc cave aprm^maicly p ( . U itiii« .mil the preCtimjic i> '^-y-"'?,, 
^L,^K^M.Ucry^^^^^^^hcolUndlO,nt ■> nil.*M or ccni ; if V ,.jr,o« T»* fbra I pre* p ■> < * 
* / . .* ,.i in .^k.-.:,i in m rtf«!rv iitilitnc and then jU»n\vo 10 



to 



miMuie protlining a ^hli* prcopit.ttc. ■ 

The mixture h allowed In Ml overnight ul riv,im tcW 
pi.i.iim« -mil the pitcl|iiwic In rccosiicd cfthcr by 
flliirtlori Of tcnlii%.Mio« The fiiwl pretipiiiK * 
uusncd with 10 ml of dry «t* Kmc and Ihcfi jlhwvd 10 
nil di\ iiflvi tKc.uumj the tmrlonc xurxrnalunl 

This ;iir dri^d fuel^on h always Coloicd (Un of red- 
dish l.iown) 10 mp of lliJs elude AVitttfail d^oKed in 
Ml ml pf disidled >v<ikr K Ihvsn.uwd In Iht Puf noflj- 
c*>« lesl Mlcm In |be actual KM onU 0,1 ml. h u^ed 
T>\c rent; linn K i^tn'oM ul\«i\n o ptus ^Icudm^. 
s<,mr un\{hm\»i piopcrli** Tntfwtflc crxMjUine malr- ^ lM he» puriOwlton of Uic CCH -Ulc nUlciW ran he 

,Ul was not scpauicd from Ihc .ed pines ..nd oily Jow: Iw rushNrK-nJlni ihc w.nplc ill d.sulled wolcr. Ih« 
suM,..c^t ih-i % ilm«. A ' - 3S CCIilfU «nfcM i» *o|uMc «l.fcic« ih< nfo- 

p rirA^niK wtiK lhc. enllic civ*l»t- li-Uv ^snrijlcd holds are wirtci »n>Olul«1e Ccnuil- 



i.f \he ird pluie* The combined jmounU appciiicd Jo 
upivMnl Jtiivh> of uhopl 0 5 m^/djy wtrelcd in 
witivc Thv m^ilciiiil tt( \hU limp not idwoliOcd 
H»^^>«r. \hv vmirc cndpioducU ^vtc >tiA\vn^o 

IncusjM: the mod»:ncc nf luiwrN m mice lw und m 
hull lime* In ine \v^<n|) w^eV pulmnnuVy bieUviav lesl 
SuvpcnsHin of irie material was di-monsli »lcd lo exhibit 
xomr anllhfiilk piopcrli** Tlxf while crxMaUinc malt 
. . _ _ .1 f. *l._ .ml nl.u<*\ unll nih 



unMa'»ifN 4i in*»i % umv. 

Siik'« lb« n>ouse txpvfimenlN wUKlbc i-nrtie cr>-*ia! 
line malviiat dcnu.iVvii atc^ an im rcavc ift O.c incidence 
„f luirnir^ irul Ihcie rniubl be a NpeclKc f^iwib factor 
mlU cuhmcvofP Cf yploeld**, Tlas facIO/, K bclj^vctl ^ 
10 l« th»uioftic tt .inadoliiipirt Wnb this tlH>ui;ht In 
mind euliui^ of V cfyplocWcs ucre cri>wr» and c% 
lUCledftM chnrtonic tonud*»lropin Under certain *pc- 
cif K ewllwial tondiMQnN *hkh jic re..dil^ icproduo 
,hle, it mund that COM U pnwJuvcd m relatively ^ 
lai/e ^m0\mls hj P crypolcldev in viUO 

PHCPAKATION AND OtlMONSrUATlON OF 
CHORIONIC GONADOTROPIN PROOVHTtD BY 
PKOOtKITOR CRVriOClDES IN VJTRO 

DACTERIAt METM0DOKO0Y m 

) Culture media 

The euburc oudia h^» beco fluid Ihiojjly^olble me- 
d>um vilhoul indicator Tlie dry mUed medium h pur- 
chaMrd in I Ih rH»llle^ and picpJicd ^ diieetcd mi that ^ 
e^ch filer fumishci the following 



lUH nw in.ucMiji ■> - - ■• - P'J*" 

lelnvand aviated lipids are wale* \n>olul«le Ccnlrif. 
ugation and/o* nitration at thK Mafic *Wl umove the 
oily Aub>l»nces and icddnh platen to yield |[ic> -*hbe 
wrysl^b The COM can be icpicvlpltaicd from the 
watei fba*c with A Mvlumcs of acetone The oily wh- 
stance and icddivh plaie* are yet to be fur«hci ebar^. 
icri>i*d. „ 
The folhminp ^c^^rc intern wa^ used; 



7.A^^^w.'l^.l»^^ll 1 1' n«<» 
7* ihh>- ,V)\.IMtti f i* AtWi 
Oivi V7J.INW I V fliwV 



The ic^ults toe panted li) the foilo^lnf t.>ble. 
CHORIONIC GONADOTROPIN 
DETF.RMINA HONS IN CONTROL ORGANISMS. 



. 1^ Irtirir 



NAMf 



VIM'M 

5( onv 



ri<i tpitr 

OHOAKM\M 
I'MlNK 



o > 

V \ 



5i) 



5^ 



At wi|rJm\K» 
3s ilni«**t:M<* 

IvKh.itlM 



"<9 



3U C raim of the dth) dialed innlciial is niNpcntfed in 
ii liter of dKtUWd wmtf »*nd heated on a Coinini; hot 
nbic a£ilJicd b> a magncilc tilnint hai Hfi«tiog U 
corainutdfor al>ool 1 minute* aflcf boil.np Tlie «ne- 
dium h then slerili/cd in J»n vutocliivc nt 1 50X\. I Mb*. 
pi<"v>ure fol IS inii»ul*t. s\ 

\\ Oi kanKm v M 

The on-ini^m u^d fbl innmubnon of the Mel II* 
hiuth is a *in K l c Colony ftom bh>od "fcai plates (phenyl 
«ihyl alcohnl* The or^aniirti H fiom patient urine Iso- 
late or Mood eoho.ci whkh ckhlbll ueid-fa^nel* 
lncuhatmn ii c-»nitd out on an Ihcu^hatcr it 37V Tb< 



the Errtcr OF CHORIONIC CONADO tropin 
TROM VARIOUS SOURCES ON MATURE 
w r EM ALE MICE 

I. 5 inie* Valine Crmliol 0.75 ioWmoium: per day for 
* 10 d»v» cUen 

II 5^dce 1000 l u, of'eiimtm'iclal banun eboiiowlt 

douopin. 0 25 ml I P. 

III 5 mice 1000 I u of banian cliotlunK pnn.idotio- 
ptn. l\o!ated fmm uilne vpi^elmcnt. » compile of 
p^vitU'Cs h) Olg.mon (mninno a^uy 0^5 >nl/l f v 
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"3 f 956,0?> 
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IV J ftiKC llHJO iu of pm.^iMitfin iMi1,r»i J from 
v rvp»> v»rfxi Cvjl»otc\ ad»i»'ftMvird in (I ^ ml dally 
The mwe *i»e *jcnficcd afu-f wofhinf 
The foHovirig *v>r ddci mined. 
AHuojI weight. 
0**M u fight 

UUunc weight N 
An) d»tTv'enies in body v>eir;ht, 

Mouse explrim£nt wirn dioftiONic 

OONAOOIKOI'IN 



to 



li is belie wd Hit HC'C produced by lhccr>pl©- 
c»dc> bw HcoUjli/cd by #bu.Hoe *Hd. an ^noyowlh 
hormone of plartlk th< icm dci»ontUiHc ihai Ihn 
inhibition did occur III vitro wOng A* Hide a* 100 micro- 
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Hod) utiyhl low vi as similar 

Onl> Hit commercial COM affected ihc ulMinc 

Tollo^inc il»c mi>ui« tupoiiincnii, blolofiicfl tciin| 
^iih i»u w*j perfoimcd as foHov^x; Fcniak Spr^gue- 
Dj*1cj i 4is ueic injccKd inluptillontal wilb ibe r«> 
spid'Kiy nuiitii»li bucd btlow The loul vo!uh»c c>r 
t,*ch injcclion ww 0 25 rnl per day fol ibe 4 wccl 
p<nod F.»cb gioup wit coinpo».od of 10 r»u v 



I 



laved uiib ci)po»cldcv Tbc HOC whs ncfiiimc in lb« 
*0 licolcd sjinplc al Iht *fnd of nine da)l whiicw tbc 

unlroicd comuoI cultures «tic r»icd A plul 
Tt»c jlucixic ucid * obiujord fiom Calblochtm of 

L» Joll*, tol Nq *|itcb u*» *)nlbc>hed In < 

puic ciysullinc foim b> Hoffnisin'LiRocbt Inc. 
4* The unlninU *<<c * elf bed on day I and then al 

w«cli> invcrvaU, Ai 2$ days I be animaU w«ic dualn 

u'eifbed und i;icilficcd. Tb< ovarian weight* *ck de- 

iei mined ai ihU Ornt Rc\ulU: 
Summary of v* elf hi ^jln jnd tnarian weight* of r«U 
Mi ucklcd wllh vjiinns chorionic ji«nHdnliopins :ind/or 

like nvjleiMH. i. 



h Uhm COM m«»i.*l 
HI »j«U»««.I COH rruW<UI 
IV Conl».»l COM 



W» C«l(i I 0«4«»<n 



1*1 
i«* 

M J 



11V0 
I3*« 
1 74 * 

14) J 



100 • 
O I . 

>* J 



1*) 

> 2 
407 



T € .» TM f.n.l m*ifiul K»4l - * 
jn j v iH .p.n4c«l 

<IV<**» (wltwt in »l>»«|l>**»lli»r n.irf»j| TM 
f.n^l ■>1ihi inlwKU m^U»»*l l\»wln*l f»"^ 

^ouoi pit c*r <1 '* M * A * n jr>»»«*» 3 pini 

K„ Mr IU>U»x^w>nrJ MKHirsr »irtl*Anr 



, URIN'C PRtPARAl ION METHOD 
Di'U-imlnalion of choiionk trtn-idoiioplrl was pel- 
foimrd on Jt clone pirfipluic of 100 ml. aliquoi of a 
24 hour mine from ih« paliem* Tt^e icmaindei of ibe 
A 1 \t\\ v^a* cJiri**dt»ui mlnp Ibe bninunO diatnOMtc pr<|- 
nancy lesl < Pref oovdeon") inynuf;»Cluicd by Oif-ncm. 
The ranj c of ii»u cnallonal unii* vaj del cx mined by 
dihillot) of pKcip>lat«, 
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K958JD25 * 

Its i., % kmJ.m <i) P K-»ruln iwfciic np*.^enUi>>f evp^n- flic Xcoiu-nur of the r ..«^i ..Wn»< v>n- 
t,|i. v n «A«imifer in >5 ml Tn rath ml »u>|*cn- ilminn fotfnd in nvngl-iiiw- 

>.*.« * -intuit fyiibcf uir.iifiicQl. o-dded 100 ml. MUNil'lCANCC OF THE CXPtRIMENTAL 

,„ . H nc Th«. puMpb,m u »i divided CG)I ileteimb fcviOtNCE THAT CHORIONIC OOS>D0TROPIN 

M ii.om cjiiitil nul on Iht uanti tolublt' portion. * ^ PKOOUCfep DY> PROGENITOR CRYI'TOOIDbS 

It »\ «ppsiirnl ft<Mn O.c above Tobtii thai OGII p»0- IN VITRO V. 

ducvd in ihc wont of iijtlinU wfth ntrtiplaillc dhcitif d» I/^r^u 

• <H the COM IIU m»WwUl tuoducd by In* er>t>i* R*«nl thai hu.nin chorionic fowdouopln 
civ!*, orr-oUn* l»t - g-o^th UhMln, of filing *f- . .nilirrum appear. 10 vlow dn*n c^trl.iicni»1 tumor 

rrclOnml»..d M H At ^COII lL m^tul.l W «° n wig* h.i | been Panted W ^J^ST 

.iMk „, n„ tftcC, U n inciting In. nv«y weight* of tb. Inilhulbn 1* U f ' *^ | ( * ,h « d ' "V'?! ^ 

. . ' - mmcc lh« bac»crbd COM maj proVe to Wc 1nci«- 

Jm . peuOc value? The hattcnil counterfeit polypeptide 

RADIOIMMUNOASSAY TfcCHK'liDUE TOR COM uppcm j >o Kubvfcft from normal philological 

ISOLATION Of COM PIRIVLD KROM u pathway* m.my compile au-d mdociine pioceuev of the 

- PKUlitNUOR CRVFIOCIDRS human hoM by anion upon the pluiiptitmitol Immature 

_ . * » .1 i . . « cell CHiuinHl to icvcrl to lU alavUOc or prfrniliie r«- 

I tn.iUv U»d Knid Ul preparation mji reconstituted cc " ^""""fi^ 1 w . ' Mf , \ , t*i ,\ \a 

i.jj. I • moduct ve Matt * ncc CGM'U concerned with rapid 

,,, ^ lh . c, ;^: ftr ° 4 n Z JU *nii.ilbn » rt d n MuraiM occur C GiM .nd wb.cm.enMy 

oiiopm \ IOO.WU counh/mln ) applied p U,r »oi^ doming! |,nimone h.v|,» 4 (he 

, rt ,, 5 ml. fr.cunni Tb V bulk ^"^-^^^ J* nJopUilk dW d««r..r|l,.n of l, f nni CclU ,na> ben- 

fr-tunn^t.* rv.nbn.ed. -od ih.i wjv^rd l Tor COM lnvadil inicMlWll | p^usitc but lule in d.^vc. <r>- 

b> r.,d.uimmun(uMay. ^nioive lo U ?3 MIU 1 wo dntltnc d „ IO iabol»c proc^Mcs may bt biev C ,%IWy 

o\)u i Uicr r»MU>ms (No 3^ «»d No- 03) wcic «uay«l djMV1 cd \. th? ^V.msIiIc COM so :b*l rcmoxal of Oic 

U l \ht x-me nine Tbc eo.ubincd carl) fraction wai , n |umo( c<}|U dtMIUC|ion nf l|lc m i C mh« nu } nOl 

ft-uod lo cwoj.n u Liiyc amount of MCC. ^>th M po ,;. uorc normal chili*. fine habni"** M>'4c diiin^e 10 l,hc 

lint) cxc*4.d»n S »0lUpC» lO/iloiirConMllulcd|i»<p». ^ |t0tltl0llJi | B in.monnlojicfll. riil> tflillfc »nd n.cu 

r.ii,on The oih« l%vo ffattinfn confined no HCO rrOC<JXNCl Illjy UC inrvei k ilile and imputable 

fhuv i"c fwcl Ih-t 0k maltfiul cmripcd fftim ib< jc| y ^ foj f|jlui|f ma) , ic in lllliv4|fN3 | wu cinoiiun ftl. 

rotuinn 41 p»«ii«ly tbv vimc fuclion aiillicdlic 11 I | M i r i n j (lint. c»i!} iccofnilion nf impendiof liormonat 

HOC . mupJrd with 11% lpi-CiOc iminuno r^actii lty 4n< | „ l , nU|lll i] ( »^eal lmli:il.incc. 

lu^J'd tnli MCG In Ok f adioiinmonoii^tiy. <lfOh^ly » . 

Wf „«, „^ rli^r .deni.l) with cboi.onic t on-dnuopi«, Tlid Production of MC^Io VilriN by Proernltol 

„Mh i<«..it tnlH)ib iu n.oWula. viti^ht «nd ii;*, and Ciyplnciilc* lu NcuUab^Mion b) AI»*hvmc Acid In 

„ s ,ni»>u M ul.^i(-l puipuiicl . V( »'° ^° 1n V<v< > 

The folluvvlnj; honnonri ^crc thcclcd and found /Anisic mid (donning a til .initio on one nccuirinjj 

*bkcnt in the l^n<rlyl tKlmct Cortisol. tcMOMtrlonc. nalStillv in certain pjrti eif pl.inli of n»on) Mirictici^il . 

ihw-oid %iiniu>-iti;»f buimonc (TSM), giOK\h hormone Uown to produce o Mute of iloniunt) in thni% and ft 

(CM j -»'iiJ follicle Uiimiljiinj lioinicmc (I SM) avciK a> ^ell ftx to cause lejf ub^'U^ion tinrj fipcnlrtf pf 

The aiiii\«rmrn m»d« or;aiir\t the « bole oxttACl hf 4S f, Nl jt^ |u$ bech nynOieil/cd b) Huffman LA U«kIic Thin 

cnrK'ViuV) ^*»d that mailt ^ainM the punned fr*c- action of A A in Inducing donb;incy of planU. rt>ou 

i«tin| (MCG J f»o>n cr)ptm ic)ci wtre^H>tb positive when ond vrC( ji. opposes the growlb pioitinihtg of tion of tbe 

checkrduith IICC. Oiai is. tbcybotb fi»und MCO in an ^ibbcrbnk And auvim 

4 mibnd)' ^nti^tn 1 1 m ikin llie microbe. Progenitor pim'idex a member of 

It lui bccr> diini>nvii*»cd ib»t M Tillir pa%Mn£ P'^o SO |ho Oidef Aciinnn^celale* pievloiilly de\cnbed .at 

mirtpbK iiiii-iobc.p i*i>pto.iide\*ippc«iii to be etiologi Knjr;0i. piodueej 10 vitro a luwmune nnnumnlof if ally 

r.-H\ imoKcd inihc pi Ailuetioii of ntoplnMic oW**c in itli oiical to the human grrovlh . Ikii innnc. chniionk 

nun i«J t( nuiMb It has been vlaMified »\ belonging 10 j;on t idnt»opih IHme^ef . in ihe niitrobtr hoiinUne 

ittf Af Munruc 'oKN and iv intnnuticntly acid-faM III dn^\ nut piorlscr j^roilnl bjpcrpbi\ia in omi c and UU 

p/ibfli'p for e iprr iitw i«Ia1 iiMtmnh bat been jlomo.i ^4 doe* Oic bumin Itoirponc, 

\M.iird U ii * W^ihI par iM»r in l*otb inuti und vniinA It Smcc fungi And some Hid iiiii'robii produce bor- 

i.m be tiiburi-il f«:ttlil) on appiopriau media Horn monev ^irililm to ibuve of plunti. it w»i proposed by Ore 

lun.mi .md body fluidv JUccnlly it hai been ihn*n upplii (VWCt)Oiai iheniiciobir clmriogon^ilotio- 

tb.it it im^ iearl\uitli a n umbei of mycubsc terla such pin. * gioutb fiftor. mi^bl b* Opposed or ntutulilcd 

M )iCG. *nJ ^! j ropl*^^nJ 1iOii»in»i when tcHcd i»» 0»c ^ n |>y u ytuvt lh ici^ulant, A A Doth the crude plant ex- 

fuu.rjpir, To\ic flaw linni fruin Oit cirllurri ate Vnown lr .id containing only A0CJ of the A A , ;md the pure 

WM»>«,n-^r tin 1 im idi m'r nf tutnuii in cuntitillrd mou\e i%ii0ii'\i/etf A A. fcutn llftltnunl a RoTbc did pu»\ C tu 

nf>( lim Tboc fiarliuni tontiiin not onlj Irivic iiibibit tbc pioduction of lojc'obic H(*G in vllm Pto* 

am limine >»v jU n.il dune termed as >et bill aKo ^irtllor t i)|»Uifulev «ns itiiplariled into two one btcr 

cr>ualhi)r mal.njl "hull ..pp«y»l to be COM aj> u.,b O.ikU of Mutable im-dln. lofonm- fl.isJ. 10 niiuupiauo 

01 ;n jn oiidof 0/ aruhrtimone at dermrOMratcd in of A A ncjded to thr cultinc. T)ic otbci fla^k *e- 

nptiumnl*! -inntJil Muilics and b) i^dioiinOHinoaWJiy. ccKcd no A A Aflbc rod of nine day*. Ou'ie no 

fb^ p»u^«r turn uf COM by P i rjpiocirlei in \ ilro may nifciplnr cMftingnnatliitrojiip pie/cnl by a\*aj In the 
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■ft f f O f muu-hci uai it- av judged b> turbiditf The 

<..aiioI O^k not modulated »iih A A ilio»c4 4t 



<,.*uol n^*k not modulated »iih A A showed 4t 
^ih *nd ihc equivalent of 7i0.000.0U0 unm of 
* cb©iior,onadoiit»piii as assayed. 

r.,!lo«inc the in *iUn fipttimcnii. thr in vlvu Undy 
of *n *rni»4l Imnoi model w»» »"d* lUken fur delcinil 
naiiyn of missal »aie "f CJ7JJU6J mice with CM9B 
lunipbird iwnuu following treatment with ab*c»ic 

»c»d V; 

The mice and the transplanted tumuf Mock wj(C 
mircha>cd from The )*cVsun Ubuiatoiy, Ba» llaibor, 
M»'m* The mice \scrc *)l l"he animah ^T»c 

. homed in po1>piop>Icoc cages uod *cr« fed INiftiM 
•.IVKwalui) O»ow and «»tt nd libiluin. 

the Imimoi* wwe cxcivcd tiortl the stock animal* uiid 
lianuiLnied lo ihc animals used in lltiv experiment, 
Tivsvmepl ""led the day Minning ll* lumoi 
wanwvUniahim Wl 498 lumoi h » Myeloid leukemia. 
It is parole In %5 days »'»d is Icihal Vo the host in ™ 
10-15 dayi. * t tt m 

Abvciut acid. lo| No OOI022. furoiihed by Haft* 
nunn-laRochc InC ww^ intended In *dW and ad 
,i.mix!eitd»v-i*«\pefiJion Treatment watianiod out 
for » inul »f 7 day* The following schedule _wai used J - 



JO 

If.ibo iMimuni oo l>.i i>hu mim to 

f.rtilKV oidu.ee iH.ii Ihc | ff of *b>rW ^»d 

ncuir..h/*\f tho n,mm powlh faCtof #nd thcub), »n 
ifT«M M-^ibwfl lo the piesenlionof lumots in mice 

In Aiifo"vt'«)irrl conducted in a 2 Mci fMV containing 
the tijiiioefdei pioducedXraU in contrast to orvun 
lic-alrtl Uoillc wbfeh exhibited Lrown microbe* 4^ 
r h,$ level rr.ruisi.ao1e ^» <> f lX) J *>"» in le, ** bf 

730 000 000 unii< of COH. In o fufthei Mwdy, lO^ncg. 
of aWciilc ^cid produced no CCH »nd Inhibited. ml- 
ciobci yi o*lh VO abou\. 3 phjt. 

h u.u ob*tf\fd lh.1l -Kviivlc mid appaienth iv non- 
loxic in llic mouse even w)«cn ndmlnUlei«d IP- »o 
amounb of up »q 10^ by wci E hi of the mou^e Thu». 
vAiih a H ti tm body^cSfbl mou>e. I f .idimnisivrt.d at 
?S00 ing pc» wccOwd «o -ipivupnt ;Hh*-i*e cfft»e1v 

Abscljic .«cid ond il> .in ik^V A^)' he cmploji'd 
piwc lo.rn and picfi LiblJ In u ph'.iiln.iViMilital i-ai«Wf 
^ntl may be ;»dnvinivicicd o»jl>> W p-uc»ieiaU> Al^O , 
impure fontu of itbsrKif ^c\d .jud il.s analogs such 
exii^cij. of naiur^lly occuninv kouicei usually of the 
order pf IOC! purii) .-vKn may.be *MlnilnistPied. 

AbveWc'-iiid^md l& jn.do^ ^re dtseiilvd in The 
Meick lodc» ( >Pn;hlh Edn.on, p.tpe l7M %>wli<tic 
method- toi the pi.-.duruoii c»f jb<c>v.c .it»d j»d it^ 
jnalogi atf dcvcnl.cd in US l^t N<n i.S7^.SK0 x 
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Ttic fSllowinj^ jyi\iv.ori were 
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3 793.^7^ .»nd 3.80.1.2 17. ^ 
<0 Ab\ci\ic acid and its analog .iIm^ inay he employed In 
llic UcMuicnl of animaK «nd the Avian specie* in the 
fivm »f fc*ed nddilivci Or in l^ununS as a dtelary lunplc- 
mexnt Thus, canlc feed and t^f-ken feed ih*y be fodl- 
ftrd whir amounis o^al^cistTacid up to the jhove 
*1 ■mcolioncdndiiwge- It bdic^vd th,)i ahscisic ncid or M* 
wnj.logs io»y he nn esu iOiaV food ftlemenl and compo- 
nent in muo. jninial nnd avijn spvtiei, iMweh alin to 
the v.c» known esicnlial \il:»niins ai eihnloyed in di- 
cl:iry supplement* in man uirtl in (*-ed iidJilixci in ani- 
^0 mi ,U Ami a\ i an jpet "icj w Ih-ic dcfic ienciev arc V now n lo 
exist Thus, if an al-^cisic -*c id deficicnC) r^i^N. w can 
be lic.iicrj a^ livMcin elated 

• REf'KRLNCnS \ 
| Wi.erihcle Caspc V t (l ivinflton). and R N Ah 
li-o 19^8 Mifil»OigaA»Mi« iiwocialcd wllh ncopbim* 
N Y. Micmuopiejl ^oc. Hull 2 2 - 31. x 

7 \VpcfiMr Cj^pf, V. (L>\in £ non), E Alex-ndcr- 
Jackson.J A AndcuonJ )!ilt»cr 4 R M ^tle # n. and L 



All of U»e rerruimnjj .iniifiaK appeared lohavc palps- 
Mr locwirs , 

ll was com Med that almivic acid hai a rn.nkcd 
cfT.ir.n lUc mti.hition of the tu.nur syMem in-/ 

\ht CS?fU/6I m«»«v Tlit cpmpouml iv cftceiis-e by the 
ion y|»t if lone al -lid oral iouIc. * 

The j5r*eni* 01 pl^nl mot gum'lb inWbniftg sub- 
MantcsSn human sc nun and mine hav bitn demon 

lop rfAHM A. Jd ...Hi/,.- 0 J «m..nc, M, ncSHU C t ^ ^ ^ ConR 

, ' ■ » Growth la: , l i ■ 

M.»ni. PuijMo, cie. ^ - » 
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6W 6il * ■ ^' ,,ulf » du Sjn »! c, '« 1 "'"•• n «*. tfn P»«'««bci dam Ic 

l\ Aim .ndri ) icUon E 1970 Uhraxudfl «pec««* ' v.n- de cancCfiuk iMalolnt. P.uiv Franct. 

Lid .. .CM f,<« mediun, Ann N Y Acad Sci. .74. acUlo .«.Ma«i> d.^ !«,. n-.K-IIci ^« te« 

i?a\\,r..a.i» n Ann N Y Acad. .Scl. 174. art, 1. .... co.j »ol,.W-.hi. and Hcl.i x.llv O.im.lh 1%, 

6 ... c urn a7w.U»1 lurmvrf 37 Ddlcr, I C and W. Ddlci. I'i«4. Immccllubt 

' ^ l^ t .9,5. A l,i...c..„ an- SB MacP.,..^. I Roc^n i» b., ? ,M« cclU «.n*. 

J t „;„ n Zurf/....rl«»Mn..nOfMj«oba,.i-,-u/nH.Kt. M fonncd .., R..»«v wd<W «»«n« 141 H3I. 

'iT^JLV^^'ilV A.c,a,,d- l, rr: A MVV. ^V*^JW* 

,^n,. l ,oh.oH>.rfcam«, J Ami, Med c ,„ li , jUmp ,| f . ) , i „ m Ann. N Y, .Acad Set. 

>0 WWnhJr tW*. V. (I.KipCHi.n). and E Akx- 174 art 2. 675-M9. 

P » t 2 n, of n t opla«iC d,i C -« .9.1 CI.3..0 and VVh.d»». I .-.A*. E»fb»d 

m i W A ->u X66 ' 41. \V»Wt«««nm, J 0 IW70. Maladiev of dticpicl- 

I, wr,lKKCa» P «.V (LixW £ V«.n). IV.V3 MJc.o- »» don. n,o„ ..clonal fa^ ofp-o cln fp„,d n , .om- 

h..do«iifCanco AMudior»i|K«inc.«5««on<rlnivrti p1»k> SchHcl*. mVd \\»chr. IttO. 2197-7206. 

^fai^*^^ P e-«.r:l»«d.«.n.... O Ou.don. U 19b T.an.pU.cd n.c.c, and cell 

(i„n,nl»«« rhi .mmunolofic iv P «iv In.ih dia S noM.f ddff icn.iat.on Scl Ah,.. 31V. 7.4-33. 
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4* Oilman. V. M V>M, Cblwbev. N. V Ki)lcv». 
1VH Diw.rlsllon of hormonal and antl^o'ilf *cU>ll> ofc 
t\»Hlnl<lffg hormone iverctid In tndomi trial carcinoma 
p*fhnt> (»odvgi-iiviiJ •****hormoi»(i) Am, Ji Outlet* 
G^mrol. M5.no. 7 9qq 97|/ 

46 Livingston. \VuerOiele«C*sp*. V.* A; M Living. 
noil IV77. Demonstration of Progenitor Oypolrldct 
in die blood of p*1lcnU with Column antineoplastic 
diseases. Ttanwrtioni of N Y Acad. Scl Series II. Vol 
34, No 5 4*3-453 

47 Onlow. M J. R and J. R Min*on 1967. ) 
Appl Pol Sd II, If 51. 

48 Mtdglcy, A R ^1966 Endocrinology. Vol 79. 
10 

What is c tinned it. 

]. The method of treating • vitamin deficiency of 
«buioc arid in m*n. animal or the avian species, which 
comprise* administering to »aid M»*n, animal br avian 
specif *a*compovUion comprising abscisic add and » 



A, The method qf ct>iw I uL inn s.iJ ph.um-ncuti- 
rol Cjilic/ K >^tVn jnd Ojxonnp > 

5. The method of claim 1 uluumtMd pkirmuiviili- 
Cttl Ciiikt \\ a valine wnlulion. 

6, Tl>ttj^occ^ us described In cljim I sshricifl N^id 
feed .itld»il\c :md jbw-wr 



hc^rfroccv- 
compmnjkyfiimpnsoh 

7. The pro<^ft described In claim I uliciern said 
composition comprises ■ pharmaceutic*! carrier and 
10 absdsk acid. 

I. The process a* dtaCfihfd In cVirn I wherein said 
composition comprise* a dioUrv supplement and nb- 
icUic vrjjd: 

9. The process i»i described in claim fvyheicin said 
I* abscisic acid h wdmSnlMcn'd to Mid min. aniut.il or 

i)v |.(n species In an amount of utmut 10 nig per l>£. of 
body weight per day. 

10, The protcss as devdibed in claim I wherein *.ild 
abslistc acid It admtnhleied to taid man, animal or 

JO ax-fop species in an amount of about 10 mg per If of 
body weight per day. , 

I I. A composition in tablet form for the Hutment of 
• vitamin deficiency of absdsic add III man. animal Of 
the avian *pcdoi which comprises ab*chslc i»cld, in on 

pharmaceutical carrier or food supplement or .feed 23 amount ranging from obout 10 meg to 70 hifc per V$ 
additive, said wbsclsie add being administered to nld of body weight per day. In admixture with u carrier, 
injn. jmmal o* av ian vpectet lit an *rn<™ nl from 10 12. The composition of claim M uh<j^in ^ald cairier 

meg. to abo\M 70 mg. per Kg of body weight per day. tt March and Oavorlng. 

3. The incthofj a* dc\crib^d in claim I wherein the IX The composition of chiim U wherein *jid carrier 

»dmiriutiaiibn«io \*nS man. animal or avhn ^prcie*. U )0 \ % n te<6 additWc b»«- 

didI or p*trentcral * 14. The composition of claim 1 1 wherein *ald carrier 

3. Tht method of claim I wherein laid competition 1* atiwd supplement, 

in the form of » tablet * 
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Dettci' Ipl ) O0 

HKTMOD FOR PKKPARl NG A PURI PJ l:LTli A ?I\9.^ . Rr i S l? UE FRACTION 
AND ITS USE IN STI MUL ATI NG ^ THE IMMUNE^ RESPONSE 



Technical Field 

This invention relates to method of preparing a- 
w*ier-soluble, purified extraction reai'duo f ract ion '(ant lgen) 
of a microorganism, the purified residue fraction itself, 
<y and Ita use i n + « I i mu 1 a 1 1 ng the i mmunol 09 i ca 1 response in 
waim-blooded animals against a variety of tumors. 

R e 1 a t e d A jp p 1 i ca tj on 

This application is a continuation-in-part appll- 
10 cation of pending Serial No, J2B,919, filed March 10, 1900, 
which is a continuation of Serial No- 957,206, filed Novem- 
ber 3, 1970, now abandoned- - ' 
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^ Background Art , 4 * 

^ - purified extraction residue fraction (antigen) 

oT'microorganisma described in detail hereafter has been 
rou,n# to be useful in^ thV trea tmeot of' avian leukosis as 
woll as in the treatment of warm -blooded, an imal s , - i ncl ud i ng 
mon, by at imulation of their immune response against a vari- 
ety of tumors. The m i c r oorg a n i am from which the purified 
extraction residue fraction is obtained is a pleomorphic, 
refractlle and filterable form of bacteria which has been 
repeatedly. Isolated from both human and animal malignant 
tissue and blood of tumbr-bea r i ng hosts. These bacteria 
25 have been described by many* i nVe s tl g n tor s , but not nvony 
agree on their taxonomy because 'of, *helr p leomo r ph i sm , 
* Using standard culture and feimentntion techniques,- they 
roaembie common saphophytos. Their various growth phases 
nave bc?c?o *lescr ibed as viruses, depetheroids , micrococci, 
JO bacilli, and fungi. £ee V. ~W-C. Livingston and B* Ale.xan-' 
tier-Jackson, 11 A Specific Type of Organism Cul tivated -f roro 
Malignancy: Bacteriology apd Proposed Classification," Amu 
v N. Y. Acad. Sch,,. 1^4 :-6 36-654 (1 970K; G. Of. Dominque ; aiM 
J. U. Schlegol, "rfovel Hacterial Structures in Human Bloodt 
J5 Cultural isolation," ljj f e c t i o n _ 5 _ I m m u n i t ^ , 1^5 : 6 21 -627, 
( 1 977 ); and V h w~C . Livingston and A, M. Livingston, "'Somo 
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Cullut^l, ImroorujtfHji<?«l and 6 i P C h c in i c a 1 Properties of 
Pioiji-nitor Cr^ptoo idee, " Trans. N V .Y. Acad. Sci 36 t ^f>9 -^02 
(1974). 

^ in ljttfT, Virginia [.ivinget on-wheel or and Eleanor 
5 Alexander -Jackson proponed a now it axon for this organism 
within dfe^H^d^ w Ac t i nomy co a 1 o - To e y named tho orgoniam 
w P i o<j <• nilor cr yp t oc i de a ♦ H Pi og c n t tor c r y p loci d t? s h a s been 
r oped tod I y i 4ol ut ed, Jx onv human and animal malignant tumors 
and hvis many inUi'Qstln^,, (oaturcs, such a a pi comor phi ftm# 

10 intermittent acid- f astness , a unique ability to pa as through 
bacterial filters, and t h e ^a b-i 1 i t y to p r od u c e chorionic 
gonadotropin* See ^V, W-C. Livingston and Alexander 
Jackson, " A Specific Type of Otganiftm Cultivated from Mai ig 
nancy r ^ Bacter iology and Propdsed CI assi f i ca t ion , * Ann Nk _Y 

H Acad. Sci., 174: 6 36 -654 h 970 ) V, W-C, Livingston and 

A. M. Livingston, "Some Cultural, immunological and Uio- 
Chemical Properties of fx o (j © n ito r C ryg t o c i djes , " T i a n a , . N -^J^ 
Acad, Sc^ 4 , 36t^9^/)02 (\974Vr 

The avian leukosis complex comprises the nooplas- 

2 0 tic diseases of t>h e hematopoietic n y s C e m of the domestic 

* chicken, together with uev*Q>yi I "other neoplastic and non-nco- 
plastic cond it ions wh'i Christ #\M V o tod oitber et iolog ical ly or 

^ pat hoi 09 ica 1 ly^ *The tollowinojsHseases ar.e included in the 
complex leukosis: I ymphoid iWkoy is , erythvoid leukosis, and 
myeloid leukosis. Di sea ae a e t i o 1 og i ca 1 1 y related v to leu- 
kosis include sarcoma, neophrobl as torn a , endothelioma and 
u*U eopl et r oni 8 . Marek*8 di^easfe includes the neural form, 

* visceral form and ocular rorm. See Th e Me t ck V g to r i na ry 
Manual, 3rd edition, Me£ck f. Co,, 1nc v , New Jersey, pp, 

30 1 OUl -1 09 1 ( 1 976), Jlarok's disease, for example, is seon in 
birds three weeks of age onwaid to adul'tn. The commonest is 
two to four months. Young chicks are more sur-ceptihle than 
oldi>r birds,' Genetic factors strongly influence the re- 
sponse of birds to agents of the leukosis complex* See 

35 A. E . Chui chi 11 and P, MlBriggs, "Agent of Marok ' s Di sense 
in Cul ture , NaUre,. London 21S:2G-530 (196?)^. and J*. J * 
Solomon, R . t. Witter, K. Na-/erian and IK B * Burmoslor* 
"Studies on the etiology of Marek'0 Disease: Ch . I-.Propa- 

/ gation of the. Agent in Cell Culture," Proc Spc Exp Biol^ 

40 Mod., 127il73-177 (1960).^ Avian leukosis is presumably 
caused by» a group* b herpes viiun. See d* J* ScHomon, R. b* 
Witter, K ♦ K^xorion and 0. B * Bur mes t e r , " S t ud i es on the 
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Etiology at Harok'a Dinca»ai Ch. II. Flpdin* of Herpes Virus 
in Coll Culture/ Proe . ..$0C / .R*p . Biol. M*d., 127i 177-J62 
(I960)- A livo )mt altwoaUd form of turkey herpes virus 
vaccine has bo«n effective until recently in preventing t.h« 
5 incidence of Marek'o disease tun^oj however, its effectivo- 
u now has markely declined* The *chanlsn of protection in 

* not clear. Dirda vaccinated develop a viremio with the vac- 

cine. See Kec man i -ARAB , V. T r Moll, ». R. Cho, W. D. Oa v i s 
and Y-8. Lu, "VEfreet of Cyclopho»puanude on the R«»ponoe of 
Chickens to a \irulent Strain of Morek" Disease Vitus," 
lQjectt6jL>*-J.m!lAtX' 12tlQ58-106< ( 1 9 7 5 ). A group of 
inv(Hu"|otor«"five just 'recently reported protection of 
chickens against Rpk sarcoma virus with the one of methanol 
alTc 
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40 



extracts of BCG challenged witfc nous sarcoma. They also re- 
ported that chickens witji palpable tumors, jnd then treated, 
d*eiopod necrosis of the tumor. See Y * Mark son, F. Doljan- 
»ky and 0. W.* Weiss, "Effect* of Prophylac?W Treatment with 
tfce Methanol Extraction Residue Fraction of Tubercle Bacilli 
(MEIU on the Development of nous Sarcomas of Chickens Fol- 
lowing G&fellenue with the Roua Sarcoma Virus, H L^ m .!^iil£li5^l 
tvai ame tjyS J?A JJojb^- Tumcj^ , Vol. 5, W, Weiss 

(Kd- ), Academic Press, New York, pp. 53-59 (1978'flfc 

Treatment of warm-blooded animals by su^ut ancous 
injection of the purified extriretion residue traction is 
based on stimulation of the immune response of the host to 
the Injected substance- Immunotherapy is >a therapeutic 
.approach to the treatment of cancer .which is based on . the 
concept that there are distinctive anti'gens in or on most 
tumor cells that distinguish thenTfrom normal host'cell*. 
Most tumor I mmunol og i s ts favor- the view that potentially 
malignant cell fl .constantly arise in the hody^ but because of 
their foreign nature, they ar$ normally eliminated by the 
body's immune system, On occasion,, however, ,tumor cells 
escape this immune surveillance and continue t% reproduce, 
35 resulting in cancer. The reasons for the failure of this 
normally efficient immune mechanism are not completely un- 
derstood. The body's, lmmuije system is depressed in v certain 
genetic immunodeficiency diseases, in various bacVterial, 
fungal or viral infections, and in patients undergoing 
i irrui'nosupp! esuive r ad i a t ion t her apy . * 

Experimental studios in animals have demonstrated 
the antitumor potential of a number of lmmunost i mulonts , 
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including U vo p^ynl smj of bacillus Ca Imet I e-Guer i n • ( BCG)^ 
- beat killed cell* of Corn y n e bay to r i um ^rvum, polynucleo- 
tides and the onth*lrointic v drug, levamlsole, " 

Stimulation of host res i s t an.ee may be detected In 
5 animal modola that can, in fact, detect both imrou nos t frou- ' 
lators and anti-cancer agents. Th i a is accomplished by 
infecting warm-blooded animals, such as jnico, either with a 
virus whictj produces tho disease and ,a d I s e a e e - r e 1 a t ed 
immunodepre** ion or with a transplantable mammary tumor, 
10 Effective agents for their therapeutic value are recognized 
by their ability to restore or enhance the antibody response 
in the experimental animal* Another moans of recognizing 
stimulation of the immune response is to measure increased 
antibody responses or increased protective effects produced 
13 by the co-administration of vaccines a.nd * imm.unoad j u van ts . - 
further dUeusaions of the function ojf immune response, 
methods of stimulation, and testing may be found in the 
following references; "Stimulation of Humoral and Cellular' 
Antibody Formation in Mice by Poly IiC v H W. Turner, et al. t 
LL?£-\-§<>?-uJ£^^ 133* 3 3 4 -3 38 71 970), and 

"Humoral and Cellular Immune Responses in Susceptible aoj> 
Resistant Strains of^Mlce Infected with Friend Leukemia 
virus," W. 8. Cczlowski, e,t al . , jprpc. 8oc, Exp, Biol . t 
!!55jl- l46 ' 619-624 (1974). 
5 The methanol extraction residue froctlort^of, 

tubercle bacilli has been shown to be an activator and modu- 
lator of immunological responsiveness and capable of evtfking 
pronounced "therapeutic effects against a variety of tumors 
in laboratory mammal* «nd[man. See P, W. Weiss, "Non- 
Specific Stimulation and Modulation of t^e Immune Response 
and of States of Resistance by the M^R fraction of Tubercle 
Bacilli," N a t » 1 . fe ncer Inqt /Hono ur. , 35:157 (1972); Di W< 
Weiss, et al.., "Nonspecific Stimulation of Antimicrobial and 
Antitumor Resistance and of - Immunological Responsiveness by 
the MER Fraction- of Tubercle Bacilli," inr A, 2uckorman and 
D. w, woiss (Bds.), Dynamic Aspe cts of Hos t -Para s i te- fle 1 a - 
.M-£ n ?i\*P!L' Vo1 - *r Academic Press, New 1 York, ft. 163 (1973)* 

4 P- * * 9 } PA" r the I nven ti on ^ % * ^ 

This invention is concerned ^v>th a. method of 
st imulfvt ing the immune response in . war m-blooded % animal* by 
administering to the animals an effective immunos t i mu la ng 
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Amount ot a purified o x t *<>efc i*>n jre a i dufc fraction from a 
mlt-vooojanlsm Uolated /tom.'thv ^TOoti otv urine of a worm- 
Moodvd h'oVt Ot a maHghant tumor ot s a host M the micro- 
organism 'paving the capacity to n t hen \ *a v thp polypeptide 
5 hormone known* as i'cdWtoMc^Ghadotropin/' in. its total form 

* or in its Alpha and beta subunils. Irv particular, thi* in- 
vonlion is concerned with a method of stimulating the immune 
tenponr.e in the avian species, such as domestic chickens, to 
avian leukosis by administering to the chickens an effective 

10 ' i'riimpnost inflating amount of a purified extraction residue 
fracO^JVjOf the microorganism Projge n|j^Or_crj^^oj^i d£6 . The 
> Invention is also concerned with a method of preparing the 
purified* ex traction residue fraction from the mici< -anism 
and the residue fraction po*-se* +4tHP]> 
IS It is thus a principal ob jecT-^bC th is inv ( 

to provide a method for* ot imulat i ng the immune rewpons. 
warm flooded aniWnrar by administering to the animal * n 
effective' immunostimulat ing amount of a water-soluble, 
^ purified extraction residue fraction of the m i vx oorg ani sm 
2 0 P* e ni t o r c r y pt o c i d <?o . 

It is a further object bf^this invention to > 
provide a method of 'treating domestic chickens to P r flR t 'N 
thei* developing avian leukosis s> r -diseases e t i ol og ica II y 

* related to avian leukosis. 

?5 It is a further object of this invention to 

provide a method of preventing Marek's disease in domestic 
■kens by inoculating, the chickens with a purified ox- 
t ration residue fraction of the microorganism Progenitor 
^\oc \ des ♦ 

It is a further obj.oct of this invention tdtf 
produce a purified extract residue -fraction of Progenitor 
cryptoVides, the f ract fon . contalni ng the distinctive antigen 
of the Vioqenttor <^ypt oc !de« -which induces the formation of 
antihodLs when injected into ^ warm-blooded host. "Antt- 
Uodies/Aas used hero, is intended to mean; the specialized 
proVeins WneLieaily programmed to closely fit the antigen 
\ hat h\\ i nulla ted their product ion. 



Br-. I Mode fV>r CarjyJ buj._ the JLnvojNt_ion 

l\ id ence for k th e .etiological relationship 
p> oqt'iii (for c\yptucideB to neoplastic disease has been doc* 
rented over \ period of years, as previously referenced 
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H$ cultural pioppt 1 1<*9 f wtflininy character i * I i cs , **nd mor-f 
phology have boon fully d<*&cr1bed. J t * J i 1 terable bodies 
have been measured by electron micros cqp A m d found similar 
in size ^ o »ome v i.r u § e » . Th e pa t h o 1 ogy prod uced in e x pa r 1 - 
5 mental .inima]r» has hc«jn reported* II has nl so be* en d^ifton- 
stratcd in f>$sjh blood samples examined by dark-field and 
phase mi c r o»c:opy » Aln 0 , t h q production by Pr o cie n t or • 
crypt oc idea in £i_t_ro of a pa rahor moncl or a "ho log or human 
chorionic gonadot t opi n hfyn boon described and confirmed by 
10 iU»vc>ral investigators* See ft . Cohon and A, Sttampp, "Bac- 
terial Synthesis of Subotance Similar to Human Chorionic 
Con a dot ropi n , rt Prop . _Soc * Exp ^ Big I %. Med , , *152i-408-410 
( 1 9 7 6 ); H . p. Acx>vado, M* Slifkin, G, n. ivuchat and 
M. Far do, " I nimunoh in tochvmicAl Localisation of u Chorio- 
IS yoruadot ropi n-1 ike Protein in Bacteria Isolated from Cai er 
PatlontB," Cancer, 41:1217-1229 (1 970 ); L. F. Affrniiti, 
L. Grow, H. Brumbouyh arid K. Grton, ^production t&f U -man 
. Cona dot ropi n- 1 ike Substance by Bacterial Tumor Isolates,* 1 
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Ale*h. Ann . Hoc t .i ng _An\ Soc ;^ . Hi'e r o ♦ 1 9 ^7 , p. 04, N< 
Orleans; T. Maruo, 11- Cofiin and S. Koidfc,, "Studies < 

Choriogonadotropin from a Microorganism", A§3£t rZ Tne 

Endocrine Society, 61st Annual Meeting, Juno 13-15* 1979; 
am) J 1 . II, Lange, T. U. Makala and B * E, Fraloy, "Suppression 
of Antitumor Lymphocyte Mediated Cytotoxicity by Human 
2f» Chorionic Gonadotropins," 0 : U r_ol.£iLY. , 115i 95- 90 ( 1 976 ). 
Progenitor cryptocides is found is practically all warm- 
blooded animal s with Can cor. Heavy chemothoiapy and/or 
antibiotic t hctapy suppress t h g microorganism, but never 
destroy it. All isolates used in the studies dot ailed, in 



30 this application came from either direct blood cultures or 
n> i il ~ r, t ream urine spc cimens of h u maTvWpa t i e n 1 9 » P r ogGn i tO£ 
cryptocides used in the present invention has the following 
morphological, cultural and physiological c^iaract or i r. t i cs : 



35 Early culture fa«t growings' Short rods and cocci 
*-« — » variabje 

Cocci 0.5-0.6 iQicron diameter, 
* predominantly in clusters* 

non-mot i le 

40 Cram reaction: tJram positive 

1 -* 

Z it h 1 -Hptf 1 »(?n Klaini Variable ftfid-faot, doponding 

upon amount of mycoiic ocid 
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Broth containing a 






fermentable carbohydrate: 
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Appv a t h n ci> o f P t og c n i t q r C V y£t or I do s on BJ^ood Ay a r Plat e£ 




(1J White discqidal, 


often hemalytic, with a raised 




center giving a fricd-egg appearance. 




(2) Grayish mucoid, o 


ften confluent. 
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(3) . Pigmento,dr occasionally sulfur yellow, sometimes 

a pi rjk~ to -orange vAflaht ouun, « 

(4) Wrinkled i n t Q rmed i.a t o "worm s t r H rough, ^ull, 
Qranular with irregular ^gea, oft on htfmalytlc,. 
tq^embl ing B . sufrt j lus ♦ 

(5) »Tb£ organism ic virulent to mice, 

( 6 ) In Aj Broth* , produces a chax octet is t i c wt^i to rim 
or soft polliclo, 

(7) Sometimes* dwarf colqniee appear* 



V 1 
Based upon taxonomic etudiea, Prog on i tor crypto- 

c_JdejR has boon identified as an ac t i nomy ce t o , A culture 
theroof has been placed on deposit with the Amor i can Typo 
Culture Collection, and has been assigned No. 31074, 
15 Access to tho culture is available during pendency of the 
application under 37 CF.R, 1,14 and 35 U.S»C* S 122, All 
restrictions on the availability to the public of the cul- 
ture deposited will be removed upon granting of -the patent. 

JLE °9 G n * * ° r ? r YP t 9*$£$ gg * frequently confuse a with 
20 StaphJ^oj^o^cu^s^epJ^d^rjnija is * There is one unique difference 
in tho two organisms. Prog onltor cryp to c i d e s produces 
chorionic gonadotropin in v itro , which is not true of Stapfr - 
lSL c °S ?H?. eptdermidio . In addition, Prog enitor cry pt o ci des 
has another unique property in that it is intermittently 
2 5 acid- fa at. P r og e nl to r cryptpcides produces acid fromfl^lu^ 
cose, lactose and maltose in the presence or absence of air. 



CO^€ 



* Alexanders-Jackson' s broth. 
Ingredients* 

distilled water - 2000 ml* 
beef lung (cut up) - 2 pounds; 

peptones - 20 grams: 5 grams each of (a) myosate, 

(b) gelysate, (c) tryptic^se, and (d) phytone;" 
glucose - 10 grams* and * 
glycerol - 80 ml. 
The broth is prepared by boilinqlthe beef lung in water for 
thirty minutes. It fs then filtered through cotton or very 
coarse paper into a £lask containing the other ingredients 
. and the mixture is heated* The crude lung broth can be 
35 autoclaved and stored in the icebox and clarified subse- 
quently. It is clarified by depositing a 1-2 mm layer of 
Infusorial Earth (standard filter eel of Johns-Manv il lo 6 
Company) On a No* 42 Whatman paper disk by laying the diek 
on a Duchner funnel;, applying suctig|n> and then carefully 



pouring about 300 ml of a 51 suspension of filter cel. 
After deposition of the layer (when the water goes through 
cleat), the suction flask Is rinsod out- The hot medium* as 
prepared* is then filtered through the prepared disk into 



the flasks The pH of the* medium is adjusted to 7,4 with 
sodium hydroxide and then tubed into screw-top qlass tubes 
which are autoclaved- The AJ broth is obtainable from the 
Colorado Serum Company, Denver* Colorado- k 
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A< id i» pKulm » d fit>m qlyiTiol $t\A m,*nitOl only under aero- 
bic condition*. Mo acid la piwducud from arabinor.e, cello- 
biose, inulin, rafcfinsoe, rhdinnoso, saMcin, sorbitol or 
ay lose under aerobic gr anerobie condition*. Starch and 
5 oseulin are not hydrolyxed* Growth in broth produces a 
mucoid deposit- The organism is gram positive in the rod 
form, but can bo var lablc ' 

Tho purified ex t roct • roc i due fraction of Pto$ftj)i m - 
tor tiyptocidwS contain ing ' t he antigen of tho organism is 
10 prepared br%^ cul turi ng tire organism in n culture media; kill- 
ing tho f\\ crtWganiomi boiling the cells of the microorgan- 
ism to/dissplve .the soluble portion v of the microorganism, 
including tho coll wall, to release Lrre* water-aol obi o antl- 
ge^ discarding the heat denatured protein layer, leaving a 
1 s\ clear filtrate containing the antigen; precipitating the 
antigen contained In the filtrate; and separating and puri- 
fying the precipitant from the remn,i n ing *col u t ion . Methanol 
or, preferably, ethanol or acetone may be used for precipi- 
tating the antigen from tho remaining solution, Ethanol is 
20 preferred. The purified extract residue fraction is redis 
solved in a physiological sa 1 itfeXsol u t ion Cor subcutaneous 
injection into .the warm-blooded ho\t in amounts effective to 
stimulate an immunological response in the host. 

The following examples illustrate the present 
2^ invention and should not 'be construed. a& limiting its scopeVj 

' EXAMPLE \ \ 
. , v A nam pic of Pr oqctn j , t o r cr y p t oc ^d e s obtained as an 
if.joln'te from a cancer patient by methods referenced pre- 
viously was tested for positive production of chorionic . 
30* gonadotropin-! ike hormone. The organism was cultured in - 
a liquid media consist ing of 17 grams of trypt lease $oy 
obtained from the Baltimore Biological. Laboratory, Cockeys- 
viUe, Maryland; 10 grams yeast extract (DBL) nnd 2.5 grams 
of K^lP0 4 Jj>cr liter. The pH of the liquid media. was 7.2. 
3$ The cultures of the organism were maintained on Mueller- 
HijKon slants. Overnight growth of the organism was -the 
ausual inoculum source* Slants of the organisms wero kept in 
the refrigerator at 5°C for future reference. ^ 
* 2 r >0 ml of the , above liquid media were pu^in 500 

40 ml Erlenmcyer flasks. Each flask was i nocu 1 a t ecF'Mr om a 
single colony ftom a Muel ler -Hi nt on slant or Mue 1 1 er. -H i n ton 
plate. •* 
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* rormtMUAtion Cond i t iVmo ^ A'20;l iUi lot ( oC the " 
a bo v ft trypt i t aae -yeast extract medium was, employed in a 20- \ 
.liter fctm<?nlcr (Nqw Brunswick Sci oneiric Company r l\di»on, 
New J*rsey) . Th* temperature of the fct*menter was main- 
ly mined at 37°C, with agitation set at 400 rpm. Sparging of 
the solution of broth was maintained at a rate of 1 Q liters 1 
of air [>er minute, The mod la was sterilised at 1 5 pounds 
pressure, 2t>Q°F, for 45 minutes, and then cooled and inocu- 
lated with an overnight (12 hours) 250 ml shake flask con- 

10 taining the organism. ATter fermentation for 20 htfurs, new 

media wan introduced at the rate of 6 litvets p^iour. The ^ 
new sterile media wai supplemented with 3.5% dextrose. The 
f ermenter was equipped with. p!l control J?o tha-t sterile 5N 
sodium hydroxide coul f added on a demand basis to main- 
ly tain the pll at 7.2. » v 

The harvest pump was Y*ct to pump <ft 6 liters per 
hour? thus the addition' of new media and "the harvest rate / 
were set at the log phase of the organism. The harvested ^ 
culture was eentrifuged at 18>000 rpm with a cont inuous- f^lbw " *'* 

20 Cepa cen4rlfugu Model 7.41. After 120. hours at 2G°C, with 
the air apurco being a vacuum pump equipped with a glass 
wool filter previously sterilised, a' fresh culture of Pro- 
3^niJ\r_cry^£tc>cJde^ was obtained as a paste, 2b% solids. 
The yield was 40 g/K ' v ' ' 

25 The media and the organism were then treated with 

0.1% formalin to kill the organism. The medio and growth 
with the added formalin were allowed to stand for several 
hours at r oojn temperature and' then eentrifuged in a Sharpies 
centrifuge J.o collect the deocf cells. 200 grams of cells, 

30 wet weight, were collected. The dry weight solids of this 
mass of cells was 24.0% of the wet weight, The cells were 
adjusted to pH 5 . 0 with hydrochloric acid and a suspension 
of the cells in water brought to boiling with constant v 
stirring and allowed^ to boil for 30 minutes. Upon cooling 

35 to room temperature, the mixture was eentrifuged and the ^ 
denatured protein layer was discarded. The remaining clear 
iifttatOt containing the extract residue fraction of P^O- ' 
yeni t or cryptocijdea , including the antigen, was treated with 
0 1 absolute ethanol to precipitate the antigen. A white, 

4 0 wal pi* sol ubl e precipitate was obta ined wh i eh was cen tr i f uged 
and washed again with absolute ethanol* The precipitate was 
col lect ed and dis^oJl ved in flfllino solut ion, 0.9% sod i um 

M 4 
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chloride containing fl\;3t phenol. The final solution con- 
tained 1 mg/cc of the al cohbl- inao) uble material* Analysis 
of Uho *lcohol*in*oluble material i n<5 ica t ed "tha t it was 
a 1 ipopol^aacchar ide material. The nitrogen content of 
the material was determined by the micro-K ;}old#il meLhod. 



Car bohyd rato content waa estimated by the method of Dubois. 
4 This was used in the following animal a todies* 

Swiuo-Webster miSe weighing" 10-20 grama were 
purchased f rom *8 imonson Laboratories* Gil toy, California. 

10 All of the animals VtqxQ males. Each group had six 'to ten 
animals poc- group* In most of the animal studies, a Sarcoma 
^6 obtained from Or. Chester Stock of Sloan^Ket taring Memo- 
rial Research Laboratories was used. The tumor was main- 
tainod ae'an aocitos l?y passage weekly 'in the mice. The 

15 'inoculum was. prepared by aspirating a inouse^with a seven-day 
a/ct*tes into a sterile syringe and^ diluting the cell's with 
sterile ttallne to obtain a suspension of 1-2. X 1,0° cells per 
cubic mm* Thin suspension of cells was used to inpculate 
the mouse^in thp lett hind leg (hamstring muscle ) v witH 0.1 

20 mi with afcci t ic v . tumor ouspension. All of the inoculated 

mice wore than plaeed In a Marge cage and oegt»ega tjGd at 

random into groupo of eight to ton mice. Treatment was 

t i 
started on day ojno , the day after tumor transplantation, and 

continued for a total of five days. All of tha' Inice^wjk© 
25 sacrificed on day fourteen or fifteen, and the weight of the 
excised tumor, determined* The mice wore killed by , /cervical 
dislocation and the felt hind leg removed at the hip joint* 
The skin wa^ removed tgBfaxpo$e the tumor X In many experJL- 
— meiVfca-, the right hind^rfog was also remov-ed °in a similar 
30 manner and weighed. By subtracting the weight of the v normal 
leg from the tumor l^g, the absolute tumor weight was detdr- 
mdned, Thp. dose of the purified extract residue fraction is 
given in the Coilow.ing table. It can be seen that the puri- 
fied extract residue fraction of Progenitor cryptbejdes Is 
-■35 effective in inhibiting the growth of the mouse tutnoro. The 
treated and controlled animals received 0.1 ml doses of 
respective material in traper i toneal ly . ^ 
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1 Inhibition 

Treat ment No . Experiments tJo Ml£0 Ra nge 

Control .5 ^8 0 

0.1 ml (PA) for 5 79 65-71 m 
4 five days 



10 EXAMPLE J r 

Sixty eight-week-old leghorn chickens whictf"had 
been inoculated with 0*5 ml purified extract residue frac- 
tion of Prog Qn i t o r cryptoc 1 <3e s , prepared as previously 
described, were randomly dTivided into 20 control birds and 

15 40 tost birds and housed in cages containing two birdo each. 

The control and test birds were in the same room but were 

not allowed direct or indirect contact with each other. The 

brrds were allowed free choice of water and feed. 

The test birdo were inoculated subcutaneously with 

* 

'20 a cell-associated, highly oncogenic Marek's disease* virus 
and the controls with sterile physiological sal.ino. The 
h seed virus was obtained f^rom Dr. J. Sharma, Reg i<mal 
Poultry Research Laboratory, East Lansing, Michigan. The 
virus was g/rown in chick embryo fibroblast (CEP) tissue 

2 5 cul ture, harvested, sealed in five ampules 4 * 0t Q\ 6 ml each, 
and frozen in liquid nitrogen. Prior to inoculation of the 
test birds, the v'irus was tec v ted for virulence and a titer 
established in CEF tissue -culture as 30 X 10* plague-forming 
units per 0.1 ml.. At the time of inoculation, each ampule 

30 was thawed in ice water and diluted Ii6 in tissue culture 
medium containing lot Yetal calf serum. Each test bird was 
then inoculated subcutaneously with 0^2 ml of diluted virus 
to provide a final' inoculation do.se of 10, 000 PFU/bird 
(plaque-forming units). ^ 

35 Three weeks post inoculation, 10 o flfc the conttol 

birds and 20 of the test birds were necropsied. The remain- 

^ ing 10 controls and 20 test birds were necropsied six geeks 
post inoculation. * 



None>©f the control^or test birds „died during the 
40 tp Ji£j^ WhcVi necropsied, nane of the three- or six-week post 
Inocul at ed birds or their controls had any gross lesions 
characteristic of Marek's disease. 
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Tn the thtee^weck poll I exposure group, oil of 
birds hod some lesions suggestive of Mnrok'fl virtus infec- 
tion. Twenty five percent of the tout animals 'htyd one to 
three tissues with mild lesions suggestive of Qx|ou»ro to 
Marek's disease, ffevenly-nve percent Of th©j bfrdo hod 
legions in, four to six tissue* which wec« compatiVle with 
Morek's disease. The control birds hod 10% which; wi'ro free 
cvf any evidence of infect ion 'with Marek 1 virus apd\7<U with 
mild lesions suggestive of exposure to Marek's virus. \ 

RESULTS: in the six week post exposure ^toup^oll 
of the birds hod some lesions suggestive *>f Marek's virus, 
infection. The lesions were milder in t^c aix^week post 
inoculum group, with 9* of the birds having only one t<3 
t hree tissues with mild legions sugg os t i ve, of exposure to 
MafeV's virua. .Only one bird had lesjon* in four 

tissues which were compatible with a diagnoses oX Marek's 

: y 

d i 3 e a o e . ' \ ■ 

DISCUSSIONS " None of the birds inoculated with y 
highly oncogenic Marek's disease virus died or developed 
grossly observable lesions. Microscopic /lesions either 
suggestive of or compatible with infection by Morek's virus y 
were present in oil inoculated teat birds- The legions were 
more prominent in the birds nocropsied at three weoKu post 
inoculation, with 25* having mild lesions suggestive of 
exposure to tyArek's virus and 75* having lesions compatible 
with Mniek'S dispose. In the bird's necropsiod six week-* 
post inoculation, 95* had mild lesions suggestive of expo- 
sure to Marek/ a. virus and 5* had Iwions compatible wjjtli a 
diagnosis of Marek's disease. 

The control birds necropsiod three weeks following 
a sham injection had 30* with no lesions and 70* with^ild 
lesions. The controls necropsied at six weeks* had 10* yith 
no lesions and 90*, with mild lesions, \ K 

This test indicates that the birds are protected 
against exposure to Marek's virus, 0 . I, 

EXAMPL E 3 , * * ^ 

Of 60 f i ve- week-old wh i to leghorn ch i ckens , ^0 
wore vaccinated' with two doses ^each 0.1 ml) of the puriH^jJ 
extract residue fraction of ^H.y n j t o r c ^ipt Qc Ues at two 



40 



week intervals, Thirty chickens wore urWacci na t ed • All o 
the Mids were raised in wire caxjes with two birds per-cotfe-j 
The control and test birds were housed in the «some room. 
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The birds wuco Allowed water And feed /Purina Crumbles) . ad 
libitum. / 

The" test and cpntrol bi rds/ wor o * i docu 1 a t ed sub- 
cut anoously with'« cu ll-aasocinted, highly oncogenic Marek's 
5 di&ea&c vir'ua* The virus was grown in chick embryo fib r oo- 
blast (CCF) ttfcsue culture, harvested, sealed in five am- 
pules of 0.6 ml each, and frozen in liquid nitrogen. Prior 
to inoculation of the test birds, the virus was tested for 
virulence and a titer ostablished In CKF tissue culture as 
10 30 X 10 4 ploquG-if orming uplta por 0.1 ml- At theMim<^V 
- inoculation, each ampul o was thawed in ice water and diluted 
1:jS in tin sue culture medium containing 10% fetal calf ser 
ruVw Kach test bird was then inoculated subcutaneous/ly with 
0.? ml of diluted virus to provide a finnl inoculation dose 
1} of 10,000 UPU/bJfWd (plaque -forming units). The bird$ were 
observed daily ajVd the mort a 1 i t ies were recorded, 

• KESULTST The birds wore observed for a period -of 
six weeks.. Post inoculatfqn and mortalities were recorded. 

v ■ 

20 MORTALITIES 

No. jJirda/Gtoujg Va ccinated Croup Nor^;j/ac;c in a t e^d GroujP 

30 , . 26 

I 

i 

The surviving birds wore sacrtficed and^ examined for gross 
25 lesions of Mark's disease. All of the chickens appeared to 
he free of the \)i yeasc * 



MORTALITIES 

No- Bi rds/Crojug Vjrt <r_i n n I ^ <3 Riou£ .SP^y^^AD^^J&tSHE > 

30 30 2 28 

' « ■ 

The expei isiont was repeated. The results after six weeks^ 
were as follows: > 

35 . MORTALITIES 

No, Hiida/Groujj 1^ Inject ion 2 Inje^t^c^ns 0 Injecti o n 

i>5 . S * < . 25 

EX AMPLE J 

4 0 The antibody response of warm-blooded animals 

InJfMied iiitraper i \ onenlly wHh the purified extract residue 
' of Progenitor cryptocidos was subjected to a hemaglutinin 




' ! $ 



$8 



r 

teat to determine the effect of the tr^nL on the anti- 
body re*pons<j, Tho tests w«ro per f orn?*d by* standard pro- 
CQduroo using tho miSVotUer plate technique Acceptable 
hemaglutlnin titer for th« overage . moiiae ranges from 1*64 to 
5 * 11120, A <Jtaok culture of ]^a£nU^^ w * 3 9rown % 

overnight in br'oth a* previously described. Depending upon 
tho number of tamplpa to bo run, several tubes wore uti- 
lised. The broth cul tureu were centtifugod and the btoth 
decanted of t\ The cells veto was^H*^ twice in PBS ant! re~ 

10 cuapendod in PBS to absorbency of approximately 0.75 (0*63 
^minirjum, 0,0 maximum* at 520 mm. 0*05 ml PBS was added to 
all wells iru a H iT-bottom microt i ter plater using a standard- 
ized pipette/ 0.05 ml of serum obtained from the 'blood of 
the warm blooded animals Injected with the purified extract <■ 

15 rosidue of Pro^nitor^ were added to every other 

well at the head .of the column. The serum was dijuted with 
0.05 ml microdiiuter down column, 0.05 ml of cell suspen- , 
oioh wan a,ddod to all wells. All the samples were incubated 
at room temperature for 30-60 minutes and' refrigerated over- 

20 night- 
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- * Claim* * 

1. A method of preparing ft puri'fled extract it»s idoft 

fi art Ton of a microorganism isolated from a warm-fol ooded animal 

or malignant tumor of a worm-blooded animal, the rtiictoonjnnism 
» ■ 

having t.hc capacity to synthesize the* polypept i de Known as 
"chorionic gonadotropin" in' its total form or in i t>s alpha And 
beta subunilo, comprising r 

colturing the mi croorgani sm in a culture media, 

killing thG microorganism, * k 

boiling the mixture containing the mi croorgani sm to/ 
disuojvc the cell wall of t he mi croorgani nm, ^ 

separating the insoluble prot c i n layer from the clear 
filtrate containing the extract residue fraction, 

precipitating the antigen* in the* extract residue ftac- 
t ion (Tom the remaining filtrate solution, and 

di 53 solving the precipitated an ti gen^^i^aqueou s * 
oolu t i on . *: 

2. The method of claim 1 wherein the antigen is 
precipitated by addition of absolute ethanol. 

3. W m*ethod of claim 1 wherein the acpreous mixture 

containing the dea<? mlcroorgan i sma is adjusfed to pll 5.0 prior 
1 it 

to boiling to aid in dissolution of the protein making up the 
cellular wall of the mi croor gan i snw 



4. The method of claim 1 wherein the microorganism is 
Progen i tor cr yptocitlea . 

• 5. A purified extract res i due* f ract ion for inhibiting 

the giowth of tumors Jn warm-blooded animals containing as an 
active ingredient an antigen of a microorganism isolated from a 
warm blooded host or host extract carrier of a malignant tumor 
carrier having the capacity to synthesize the polypeptide hor- 
mone known as "chorionic gonadotropin" in its total form or, in 
its Slpha and beta subunits, the fraction prepared according to 
the method of claim 1. 

% 6. The fraction of claim 5 wherein the microorganism 

is !» r.og en i t o r c: r jypl o c i d e s . ^ 
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7. A m^lmd of ?»i >ifiul at i ng the immune r <• pon *° in 
w.» t «r - bl t»oded animal by administering lo the animal an effective, 
i trmuno^t i mu 1 a l i ng amount of a fraction containing a^j an active 
ingredient the antig&n t.csiduo fraction, of q microorganism 
isolated ft urn a warm-blooded host or malignant tumor of a warm- 
blooded hor.t, t he 1«i c> ooicjan i sm having the capacity to synthe- 
sizer the polypeptide hormone kn^wn as "chor ionic gonadotropin " 
ih itr* total fonn or in it a alpha and beta siibunirg, the ex U act 
tnr.iiiue fraction prepared according to the method of. oltaiifl 1. 
" >' ' N 

U. The mctvhod of claim 7 wherein the mi ci oot g art i sm j« 
Trogomtor cr_yr>t: oc i des 

\ , 

9 . A method of j nocula t i ng domestic ch i cken-s to 
r <,\fc-i r. t cha 11 e ng e of a v i a n 1 e wY os i n virus, eompr \ s i ng : 

<jdmi n i M or i ng a therapeutic amount, of a purified 
extract residue fraction of a m i c r oot g on i sro isolated from a 
1 war m blooded boat or malignant turoui of a warm-blooded host, the 
raict-ooi qanism halving the capacity to synthesize the polypeptide 
hormonb Known as c h o r i o n i c . gonadotropin" in its total form or 
In its alpha and beta oubuni ts tW -ex tract residue fraction 
prepared according to the method of claim* 1. 

^ ♦ 

10. The method of claim 9 wherein the avian leukosis 
viiur, is Marck's illseaso vhus. , ,. 

11. The method of claim 9 wherein fhe^ chickens are 
inoculated with more than one dose of the purified extract refli- 
due fraction at Spaced time intervals. 

12. The method of claim 7 wherein the microorganism its 
P i og e n i t or c x y p t oc i des . 
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MtTllOO FOR PHI-PAH I NO A^rOKirTED KXTRACT1 ON RKSI DU£ FRACTION 
' AND ITS USE IN STIMULATING Til E IMMUNE nCSPOftSE 



\ A bo tract 

♦ • 

A in c l h od^ i a d i s c 1 o « e Q f 0 r p i e pa r i nq a purified 
o x t 1 art i on j es i due fraction (antigen) A 'of a micvoorgdnlsro 
isolated ftom the blood or. urine of a warm-blooded animal or 
tumor carried by a warm-blooded animal, the microorganism 
having the capacity to synthesize the polypeptide hormone 
known as "chorionic gonad,p^ ropi n " in its total form or.*in" 
its alpha qnd beta oubunits. ?h& j^uri f led extraction real- 
due fraction is an activator and modulator of immunological 
response and is capable of evoking pronounced prophylactic 
and therapeutic effects against a variety of tumors *in labo- 
ratory animal 3 and man. The immune response is stimulated 

by administering ar\ e f f ect i vp immu nas t i mu 1 a t i ng amount of 

& » 

the residue fraction- 
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Declarat ion and Power of Attorney 



. We, Virginia Livingston- Wheeler and John J 

Majruirich, declare that we are citizens of the Un i t e^p& t a tea' 

of America, residing at ,&492 Prest.wick Drive, La JoJ 

fomia 92037 , and 0 r >41 Southeast 00th Street, Mc^rjH STand, 

Washington 9B040, and having' pos^ office add res aes ^f. v 0 492 

PrcStwick Drive, La Jella, Cal i f or nt a % 9 20 37 , an^'0541 Sout 

east 80th Street, Mercer IslanJ, Washington 9 8 0 4*b , re spec 5 

t ivoly; that we have road the foregoing specif i^kt^Ton ,ojid 

* "* \ 

claimsvand we verily believe we are the original, fi,rstl a-nd 
joint inventors of an invtAMon entitled "METHOD* FOR PREPARING 
A PURIF4ED KXTRAyiON RESIDUE FRACTION AND ITS USE IN STIMU- 
LATING THE IMMUNE RESPONSE , " which is described and claimed in 
the foregoing specification; that this application in part 
discloses and claims subject matter disclosed in our -earlier 
filed pending application, Serial No, 128, 919 , filed March 10, 
1980, which is a continuation of Se t\ a 1, No .. 9 57 , 2 0 6 , filed 
Npyember 3, 1978, now abandoned; that as (o the subject matter 
rhis application w^ich is common to said earlier applica- 
nt we do not know and do not believe that the same was over 

known or used in the United States of America before our in- 
f ' . # 

Mention thereof, or patented or described in any printed pub- 
lication in any country before our invention thereof or more 
than one year prior to the filing of said earlier application, 
or in public use orOon sale in tlie United States of America 
mare than one year prior tp the filing of said ea r 1 i or, appli- 
cation; that the common subject matter has not been patented 
or mode the subject of an inven t or * a cer t i f i ca t e issued before 
the filing of said earljer application in any country foreian 
to the United States of America on an application f^led by us 
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or our, legal c * pre s dilative a or assigns moj;e than twelve 
months prior to the fillncf of said ear 1 i e r*. appl i ca t i on ; and 
that no application for potent or inventor's certificate on 
said invention has been filed by us or our legal represent*- 
t ives or assigns in any, country foreign to the United States^ 
of Amer i ca ; t hat as to the sub j ect ma t ter of th i s applicatioY 
which is not common to s^aid earlier application, wo do not 
know and do not believe that the same was ever known or- used 
in the United Stales of America before our invention thereof* 
or patented pr described in any printed pub) i cA t ion * in any 
country before our invention thereof or more than ;ono year 
prior to the filing of this application, or in public use or 
on sale in the United States of America more tjian one year 
prior to the filing of this application, and that the. subject 
master has not been patented or made the subject of an inven- 
tor's certificate issued in any country foreign to the United 
/ States of America on f»n application filed by us /or our legal 
representatives or assigns more than twelve months prjor to 
the filing of th is appl i ca t i on 7 and that no application for 
patent or 'fnven t or ' s. ~ce r t i f i ca t e on said invention has been 

f 

filed by vis or our legal representatives or assigns in any . 
country foreign to the United ^States* , 

We acknowledge our duty to disclose information of 
which we are awaro which is material to the examination of 
this application- 

We hereby 9ppoint HI CHARD W. SEED, Registration No. 
16,S57; ftvNJAMIN F- BEl^Y, Registration No. 16, 525; KENNETH W. 
VERNON, Registration No. 23,085; ROBERT J. BAYN1JAM, Registra- 
tion No. ?2,0j6; EDWARD W. BULCIIIS, Registration Wo. 26, 847 ? 
and JOHN C. MANNAR, Registration No- 29,928, composing the 
f irm of SEED, BERRY, VERNON i> BAYNHKM, 1001 Bank of California 
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